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STEROID RECEPTOR MODULATOR 
COMPOUNDS AND METHODS 

Related Patent Applications 
This application is a Continuation-In-Part of United States Patent Application Serial 
No. 08/363,529, filed December 22, 1994. the entire disclosure of which is herein 
incorporated by reference. 

Field of the Invention 

This invention relates to non-steroidal compounds that are modulators (i.e. agonists 
and antagonists) of steroid receptors (e.g., progesterone receptor, androgen receptor, 
estrogen receptor, glucocorticoid receptor and mineralocorticoid receptor), and to methods 
for the making and use of such compounds. 

Background of Invgnjjgn 

Intracellular receptors (IRs) form a class of structurally-related genetic regulators 
scientists have named "ligand dependent transcription factors." RM. Evans, 240 Science, 
889 (1988). Steroid receptors are a recognized subset of the IRs, including the progesterone 
receptor (PR), androgen receptor (AR), estrogen receptor (ER), glucocorticoid receptor 
(GR) and mineralocorticoid receptor (MR). Regulation of a gene by such factors requires 
both the IR itself and a corresponding ligand which has the ability to selectively bind to the 
IR in a way that affects gene transcription. 

Ligands to the IRs can include low molecular weight native molecules, such as the 
hormones progesterone, estrogen and testosterone, as well as synthetic derivative 
compounds such as medroxyprogesterone acetate, diethylstilbesterol and 19-nortestosterone. 
These ligands, when present in the fluid surrounding a cell, pass through the outer cell 
membrane by passive diffusion and bind to specific IR proteins to create a ligand/receptor 
complex. This complex then translocates to the cell* s nucleus, where it binds to a specific 
gene or genes present in the cell's DNA. Once bound to DNA, the complex modulates the 
production of the protein encoded by that gene. In this regard, a compound which binds an 
IR and mimics the effect of the native ligand is referred to as an "agonist", while a 
compound that inhibits the effect of the native ligand is called an "antagonist" 
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Ligands to the steroid receptors are known to play an important role in health of both 
women and men. For example, the native female ligand, progesterone, as well as synthetic 
analogues, such as norgestrel (18-homonorethisterone) and norethisterone (17a-ethinyl-19- 
nortestosterone), are used in birth control formulations, typically in combination with the 
5 female hormone estrogen or synthetic estrogen analogues, as effective modulators of both 
PR and ER. On the other hand, antagonists to PR are potentially useful in treating chronic 
disorders, such as certain hormone dependent cancers of the breast, ovaries, and uterus, and 
in treating non-malignant conditions such as uterine fibroids and endometriosis, a leading 
cause of infertility in women. Similarly, AR antagonists, such as cyproterone acetate and 

10 flutamide have proved useful in the treatment of hyperplasia and cancer of the prostate. 

The effectiveness of known modulators of steroid receptors is often tempered by 
their undesired side-effect profile, particularly during long-term administration. For 
example, the effectiveness of progesterone and estrogen agonists, such as norgestrel and 
diethylstilbesterol respectively, as female birth control agents must be weighed against the 

15 increased risk of breast cancer and heart disease to women taking such agents. Similarly, 
the progesterone antagonist, mifepristone (RU486), if administered for chronic indications, 
such as uterine fibroids, endometriosis and certain hormone-dependent cancers, could lead 
to homeostatic imbalances in a patient due to its inherent cross-reactivity as a GR 
antagonist Accordingly, identification of compounds which have good specificity for one 

20 or more steroid receptors, but which have reduced or no cross-reactivity for other steroid or 
intracellular receptors, would be of significant value in the treatment of male and female 
hormone responsive diseases. 

A group of quinoline analogs having an adjacent polynucleic ring system of the 
indene or fluorene series or an adjacent polynucleic heterocyclic ring system with 

25 substituents having a nonionic character have been described as photoconductive reducing 
agents, stabilizers, laser dyes and antioxidants. See e.g., U.S. Patent Nos. 3,798,03 1 ; 
3,830,647; 3,832,171; 3,928,686; 3,979,394; 4,943,502 and 5,147,844 as well as Soviet 
Patent No. 555,1 19; RX. Atkins and D.E. Bliss, "Substituted Coumarins and 
Azacoumarins: Synthesis and Fluorescent Properties", 43 7. Org, Chem. t 1975 (1978), E.R. 

30 Bissell et al., "Synthesis and Chemistry of 7-Amino-4-(trifluoromethyl)coumarin and Its 
Amino Acid and Peptide Derivatives", 45 /. Org, Chenu. 2283 (1980) and G.N. Gromova 
and KB. Piotrovskii, "Relative Volatility of Stabilizers for Polymer Materials," 43 Khim, 
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Prom-st., 97 (Moscow, 1967). However, no biological activity of any kind has been 
ascribed to these compounds. 
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Summary of the Invention 

The present invention is directed to compounds, pharmaceutical compositions, and 
methods for modulating processes mediated by steroid receptors. More particularly, the 
invention relates to non-steroidal compounds and compositions which are high affinity, high 
5 specificity agonists, partial agonists and antagonists for the PR, AR, ER, GR and MR 

steroid receptors, as well as to compounds with combined activity on one or more of these 
receptors. Also provided are methods of making such compounds and pharmaceutical 
compositions, as well as critical intermediates used in their synthesis. 

These and various other advantages and features of novelty which characterize the 
10 invention are pointed out with particularity in the claims annexed hereto and forming a part 
hereof. However, for a better understanding of the invention, its advantages, and objects 
obtained by its use, reference should be had to the accompanying drawings and descriptive 
matter, in which there is illustrated and described preferred embodiments of the invention. 



r 
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Definitions and Nomenclature 



As used herein, the following terms are defined with the following meanings* unless 
explicitly stated otherwise. Furthermore, in an effort to maintain consistency in the naming 
of compounds of similar structure but differing substituents, the compounds described 
5 herein are named according to the following general guidelines. The numbering system for 
the location of substituents on such compounds is also provided. 

The term alkyl, alkeny), alkynyl and allyl includes straight-chain, branched-chain, 
cyclic, saturated and/or unsaturated structures, and combinations thereof. 



10 including poly aromatic rings. 

The term heteroaryl refers to an optionally substituted five-membered heterocyclic 
ring containing one or more heteroatoms selected from the group consisting of carbon, 
oxygen, nitrogen and sulfur, including polycyclic rings, or a six-membered heterocyclic ring 
containing one or more heteroatoms selected from the group consisting of carbon and 
1 5 nitrogen, including polycyclic rings. 

A qulnoline is defined by the following structure, and may be recognized as a 
benzannulated pyridine. Compounds of structures 4, 5, 13, 79, 83 and 86 herein are named 
as quinolines. 



An indetto[l,2-g]quinoline is defined by the following structure. Compounds of 
structures 16 (X=C) and 20 herein are named as indeno[l ,2-£]quinolines. 



The term aryl refers to an optionally substituted six-membered aromatic ring, 
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An indeno[2,l-/]quiiH>line is defined by the following structure. Compounds of 
structure 17 (X=C) herein are named as indenof 1 t 2-/)quinolines. 




A benzo[b]furano(3,2-£)quinoline is defined by the following structure. 
Compounds of structure 16 (X=0) herein are named as benzo[b]furano[3,2-g]quinolines. 




A beiuo[b]furano[2^/Iquinoline is defined by the following structure. 
Compounds of structure 17 (X=0) herein are named as benzo[b]furano[23-./]quinolines. 




11 1 

1 5 An indolof 3^2-^Jquinoline is defined by the following structure. Compounds of 

structure 16 (X=N) herein are named as indolo[3,2-g]quinolines. 
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An indoIo[2 r *-/]quinoIiiie is defined by the following structure. Compounds of 
structures 17 (X=N) and 29 herein are named as indolo[2,3-/|quino]ines. 




A coumarino[3,4-/]quinoline is defined by the following structure. Compound 159 
and compounds of structures 41 and 88 herein are named as coumarino[3,4-/]quinolines. 




12 1 

A 5/7 -chromeno[3,4-/Jquino!ine j s defined by the following structure. Compounds 
of structures 34, 35, 42, 45 to 54, 93, 95, 97 to 99, 1A, 4A, 7A to 1 1 A, 17A to 19A and 
25A to 27A herein are named as coumarino[3,4-/]quinolines. 
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15 



8 



An 8-pyranono[5,6-g]quinoliiie is defined by the following structure. Compounds 
of structures 57 (Y=0), 60 (Y=0), 63 (Y=0), 69 (Y=0), 73 ( Y=0). 28A (Y=0), 33A, 34A, 
37A (X=0). 38A (X=0), 40A (X=0). 41 A (X=0). 4SA, 65A (X=0) and 67A (X=0) herein 
are named as 8-pyranono[5,6-g)quinoIines. 



6 



8. 




O 
9 



10 



A 10-isocoumarino[4,3-g]quinoUne is defined by the following structure. 
Compounds of structures 57 (R^R^benzo, Y=0), 60 (R^R^benzo, Y=0), and 63 
(R^R^sbenzo, Y=0) herein are named as 10-isocoumarino[4,3-g]quinolines. 




A 10-isoquinolino[4,3-ff)quinoline is defined by the following structure. 
Compounds of structures 57 (R2=R3=benzo, Y=NH), 60 (R2=R 3 =benzo. Y=NH). and 63 
(R 2 =R 3 =bcnzo, Y=NH) herein are named as 10-isoquinolino[43-g]quinoiines. 




An 8-pyridoiK>[5,6-g]quinoune is defined by the following structure. Compounds 
of structures 57 (Y=N), 60 (Y=N). 63 (Y=N), 69 (Y=N), 73 (Y=N). 28A (Y=N), 37A 
(X=N), 38A (X=N), 40A (X=N), 41A (X=N), 47A, 53A, 62A, 63 A, 65A (X=N), 67A 
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(X=N). 70A, 72A, 74A, 79A, 80A, 81A and 84A herein are named as 8-pyridono[5,6- 
glquinolines. 

6 5 4 

7 ^rv^x^_^^ 3 




10 1 



5 A 10/f*isocfaromeno[4^^]quinoline is defined by the following structure. Compounds of 
structures 61 (R 2 =R 3 =benzo, Y=0) and 62 (R 2 =R3=benzo, Y=0) herein are named as 10//- 
isochromeno[4,3-glquinolines. 

7 




An 8//-pyrano[3 t 2-^]quinoline is defined by the following structure. Compounds 
10 of structures 61 (Y=0) and 62 (Y=0) herein are named as 8//-pyrano[3,2-*]quinolines. 





6 


5 








O 








q; 




9 


10 


1 



A 10-thioisoquinolino[4 9 3-^]quinoliiie is defined by the following structure. 
Compounds of structures 58 (RZ^R^benzo, Y=NH) and 76 (R2=R3 = b en20t Y=NH) herein 
15 are named as 10-ftioisoquinolino[4.3-£]quinoHnes. 



7 
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A 9-pyrido[3^-£]quinoline is defined by the following structure. Compounds of 
structures 71 (Y=N) and 75 (Y=N) herein are named as 9-pyrido[3,2-£]quinoIines. 



6 5 4 
9 10 1 

An 8-Uuopyranono[5 9 6-^]quinoline is defined by the following structure. 
Compounds of structures 58 (Y=0), 76 (Y=0) and 29 A ( Y=0) herein are named as 8- 
thiopyranono[5,6-g]quinolines. 



6 5 4 
9 10 1 

10 An 6-pyridono[5,6-£]quinoliite is defined by the following structure. Compounds 

of structures 70 (Y=N) and 74 (Y=N) herein are named as 6-pyridono[5,6-g]quinolines. 




9 H 10 1 

A 9-thk>pyran-8-ono[5 9 6-^]quinolii)e is defined by the following structure. 
15 Compounds of structure 57 (Y=S), 28A (Y=S), 37A (X=S). 38A (X=S), 40A (X=S), 41 A 
(X=S), 65A (X=S) and 67A (X=S) herein are named as 9-thiopyran-8-ono[5,6-g)quinolines. 





6 


5 
















O 














9 


10 


1 



An 7-pyridono[5,6-/]indoline is defined by the following structure. Compounds of 
20 structures 49A, 50A, 57A, and 83A are named as 7-pyridono[5 v 6-/]indoJines. 
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An 5H-isochromeiM>[3,4-/]quiroIiiie is defined by the following structure. 
5 Compounds of structures 22A, 23A and 24A arc named as 5H-tsochromeno[3,4~ 
/Iquinolines. 

6 
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Osteite* p^dipMoftpf 

Embodiments of the Invention 

Compounds of the present invention are defined as those having the formulae: 

R 4 R 3 



5 



10 



15 




(TV) 

20 OR 
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(XV) 



(XVI) 

OR 




(xvn) 



(xvm) 

15 

wherein: 

R 1 is a heteroaryl optionally substituted with a C| - C4 alkyl, F, CI, Br, NO2, CO2H, 
CO2R 2 , CHO, CN. CF3, CH 2 OH or COCH3, where R 2 is hydrogen, a C } - C 4 alkyl or 
perfluoroalkyl, aryl, heteroaryl or optionally substituted allyl, arylmethyl, alkyny] or alkenyl, 
20 and where said R 1 heteroaryl is attached to compounds of formulas I and X through a 
carbon or nitrogen atom; 
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R 3 is hydrogen, a Ci - C4 alkyl or perfluoioalkyl, hydroxymethyl, aryl, heteroaryl or 
optionally substituted allyl, arylmethyl, alkynyl or alkenyl; 

R 4 through R 6 each independently are hydrogen, F, CI, Br f I, N0 2> C0 2 H, CO^ 2 , 

COR 2 , CN, CF 3 , CH 2 OH, a C1-C4 alkyl or perfluoioalkyl, OR 2 , SR 2 , S(0)R 2 , SO^ 2 , 

5 SO3H, S(NrV)R 2 9 SCOCNrVjR 2 . NrV, aryl, hcteroaryl or optionally substituted 

2 7 
allyl, arylmethyl, alkynyl or alkenyl, where R has the definition given above, R is 

hydrogen, a C| - C4 alkyl or perfluoioalkyl, aryl, heteroary I, optionally substituted allyl or 
8 8 8 

arylmethyl, OR or NHR , where R is hydrogen, a Ci - C6 alkyl or perfluoioalkyl, aryl, 

2 2 

heteroary I, optionally substituted allyl or arylmethyl, SO2R or S(0)R ; 
9 10 

10 R and R each independently are hydrogen, a Cj - C$ alkyl or perfluoroalkyl, aryl, 

9 10 

heteroaryl or optionally substituted allyl, arylmethyl, alkynyl or alkenyl, or R and R taken 
together can form a three- to seven-membered ring optionally substituted with hydrogen, F, 
OR 2 , or NR 2 R 7 , where R 2 and R 7 have the definitions given above; 

R 1 1 through R 15 each independently are hydrogen, F, CI, Br, I, NO2, CO^H, CO2R 2 , 
1 5 COR 2 . CN, CF 3 , CH 2 OH, a C t -C 4 alkyl or perfluoroalkyl, OR 2 , SR 2 , S(0)R 2 , SO^ 2 , 

SO3H, S(NR 2 R 7 )R 2 , S(0)(NRV)R 2 , NrV, aryl, heteroaryl or optionally substituted 

2 7 8 

ally], arylmethyl, alkynyl or alkenyl, where R ,R andR have the definitions given above; 

W is O, NH. NR 7 , CH 2 , CHOH, C=0, OC=0, 0=CO, NR 7 C=0, NHOO, 
D=CNR 7 , 0=CNH, SC=0, 0=CS, or CHOCOR 7 , where R 7 has the definition given above, 

20 except that when W is NH, CH 2 or O in the compounds of formula ID, then R 1 1 through 

14 4 3 9 10 

R and R cannot all be hydrogen when R , R and R are all CH3, nor can they be a 

single F, CI or Br substituent with the remaining substituents all being hydrogen when R 3 , 
9 10 

R and R are all CH3, and further except that when W is O or NH in the compounds of 
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formula IV, then R 5 through R 6 and R 1 1 through R 14 cannot all be hydrogen when R 3 , R 9 
and R 10 are all CH3; 

7 7 

X is CH2, O, S or NR , where R has the definition given above; 
R 16 is hydrogen, OH, OR 17 , SR 17 , NrV 7 , optionally substituted ally!, arylmethyl, 
5 alkynyl, alkenyl, aryl, heteroaiyl or Cj - Ci 0 alkyl, where R 17 is a C) - C10 alkyl or 

perfluoroalkyl, or is an optionally substituted ally], arylmethyl, aryl or heteroaryl, and where 
2 7 

R andR have the definitions given above; 
18 19 

R and R each independently are hydrogen, aQ -Q alkyl or perfluoroalkyl, 

aryl, heteroaryl or optionally substituted allyl, arylmethyl, alkynyl or alkenyl, or R 18 and 
19 

10 R taken together can form a three- to seven-membered ring optionally substituted with 

hydrogen, F, OR 2 , or NR 7 R 8 , where R 2 , R 7 and R 8 have the definitions given above; 
20 

R is a Ci - C6 alkyl or an optionally substituted allyl, arylmethyl, alkenyl, aryl or 
heteroaryl; 

21 . 

R is hydrogen, a C| - C4 alkyl or optionally substituted allyl, arylmethyl, aryl or 
15 heteroaryl; 

R 22 is hydrogen, a Ci - C 4 alkyl, F, CI, Br, I, OR 2 , NrV or SR 2 . where R 2 and R 7 
have the definitions given above; 

R 23 is hydrogen, CI, Br, OR 8 , NrV. a C } - C4 alkyl or perhaloalkyl, or is an 

optionally substituted allyl, arylmethyl, alkynyl, alkenyl, aryl or heteroaryl, where R 2 , R 7 

20 andR have the definitions given above; 
24 

R is hydrogen, F, Br, CI, a Ci - C4 alkyl or perhaloalkyl, aryl, heteroaryl, CF3, 
CF2OR 25 , CH2OR 25 , or OR 25 , where R 25 is a Cj - C4 alkyl, except that R 24 cannot be 
CH 3 when Z is O. R 22 , R 23 , R 26 and R 29 are all hydrogen and R 3 , R 27 and R 28 all are CH 3 ; 
R 26 is hydrogen, a Ci - C4 alkyl. F, CI, Br, I. OR 2 , NrV or SR 2 , where R 2 and R 7 
25 have the definitions given above; 
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R 27 and R 28 each independently are hydrogen, a Q - C4 alkyl or perfluoroa!kyl v 

heteroaryl, optionally substituted allyl, arylmethyl, alkynyl or alkenyl, or an aryl optionally 

2 7 7 27 28 

substituted with hydrogen, F, CI, Br, OR or NRTl , or R and R taken together can 

2 

form a three- to seven-membered ring optionally substituted with hydrogen, F, CI, Br, OR 
5 or NrV, where R 2 and R 7 have the definitions given above; 

R 29 is hydrogen, a C\ - C$ alkyl or an optionally substituted aliyl, arylmethyl, aryl or 
heteroaryl; 

R 30 and R 31 each independently are hydrogen, aCj -C$ alkyl or an optionally 

30 31 

substituted ally], arylmethyl, aryl or heteroaryl, or R and R taken together can form a 

2 2 7 

10 three- to seven-membered ring optionally substituted with hydrogen, F, CI, OR or NR R , 
2 7 

where R and R have the definitions given above; 

R 32 and R 33 each independently are hydrogen, a Cj - C4 alkyl or an aryl optionally 
substituted with hydrogen. F, CI, Br, OR 2 or NrV, or R 32 and R 33 taken together can 

2 

form a three- to seven-membered ring optionally substituted with hydrogen, F, CI, Br, OR 

15 or NR^ 7 , where R 2 and R 7 have the definitions given above; 

nisOor 1; 
Y is O or S; 

2 2 2 

ZisO,S,NH*NR orNCOR , where R has the same definition given above; 

the wavy line in the compounds of formulas VII, XII, XIH and XVI represent an 
20 olefin bond in either the cis or trans configuration; and 

the dotted lines in the structures depict optional double bonds, except that when 
there is a C 3 - C4 double bond in the nitrogen bearing ring of compounds of formula II, then 
R l 1 through R 15 cannot all be hydrogen and R 3 , R 9 and R 10 cannot all be methyl, and 
further except when R 23 is an aryl, R 22 , R 24 and R 29 are all hydrogen, R 3 is CH3 and Z is 
25 NR 2 , then R 2 cannot be a Cj -C4 alkyl. 
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Preferably, the compounds of formulae I, H, HI, IV, X and XI comprise PR 
antagonists, the compounds of formulae V and VI comprise PR modulators (i.e. both PR 
agonists and antagonists), the compounds of formulae VII, VIII, XH, xm, XIV, XV and 
XVI comprise PR agonists, and the compounds of formulae IX, XVII and XVm comprise 
AR modulators (i.e., both AR agonists and antagonists). More preferably, the compounds of 
formulae DC and XVII comprise AR antagonists. 

The present invention also provides a pharmaceutical composition comprising an 
effective amount of steroid receptor modulating compounds of the formulae: 




wherein: 

R 1 through R 3 each independently are hydrogen, a C] - C6 alkyl, optionally 
substituted ally!, arylmethyl, alkynyl, alkenyl, aryl, or heteroaryl; 

R 4 is hydrogen, a Ci - C6 alkyl, or R 5 C=O f OR 6 , or NR 6 R? where R 5 is hydrogen, 
a Ci - C6 alkyl, optionally substituted allyl, arylmethyl, alkynyl, alkenyl, aryl, or heteroaryl, 
and wherein R 6 and R 7 each independently are hydrogen, a C] - C6 alkyl, optionally 
substituted allyl, arylmethyl, aryl, or heteroaryl; 

R 9 through R 10 each independently are hydrogen, a Cj - Q> alkyl, optionally 
substituted allyl, arylmethyl, alkynyl, alkenyl, aryl, or heteroaryl; 

Rll is hydrogen, a C] - C6 alkyl, OR 6 or optionally substituted allyl, arylmethyl, 
alkynyl, alkenyl, aryl, or heteroaryl, where R 6 has the same definition given above, or R 1 
and R 2 , R 2 and R 3 , R 1 and R 9 , R 10 and R 1 \ R 1 and R 10 and/or R 1 1 and R 2 when taken 
together can form a three- to seven-membered ring optionally substituted with hydrogen, F, 
OR or \ where R 6 through R 7 have the definitions given above, provided, however, 
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11 



that R ,R ,R and R cannot form more than two three- to seven-membered rings at a 
time; 

Y is O, CHR 6 or NR 6 , where R 6 has the same definition given above; and 
Z is an aryl or hctcroaryl group, including mono- and poly-cyclic structures, 
5 optionally substituted at one or more positions with hydrogen, a C\ -C$ alky!, optionally 
substituted allyl, arylmethyl, alkynyl, alkenyl, aryl, heteroary], F, CI, Br, I, CN, R 5 00, 
R 6 R 7 NC=0, R^OOO, perfluoroalkyl, haloalkyi, a Cj - C$ straight-chain hydroxy alkyl, 
HOCR5r8 nitro , r6ocH 2 . K*0. NH 2 , or R^r7n, where R* through R? have the 
definitions given above and where R 8 is hydrogen, a C\ - C6 alky] or optionally substituted 
10 allyl, arylmethyl, alkynyl, alkenyl, aryl, or heteroaryl; and 
a pharmaceutical^ acceptable carrier. 

Preferred Z groups, wherein the dashed lines indicate the preferred mode of 
attachment to the nitrogen-bearing ring, include the following: 

15 

[rest of page left purposely blank] 
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The present invention further provides a method of modulating processes mediated 
by steroid receptors comprising administering to a patient an effective amount of a 
5 compound of the formula: 




wherein R through R and Z have the same definitions as given above. 
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In a preferred aspect, the present invention provides a pharmaceutical composition 
comprising an effective amount of a steroid receptor modulating compound of the formulae: 



R A R 3 




OR 



(D 




(ID 



(m) 



(IV) 
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OR 




(xm) 



(XIV) 
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10 



15 



wherein: 



.1 . 



R 14 R 16 




OR 




R 23 - 
Y 



OR 

R 24 F^R 2 ^ 




(XV) 



(XVI) 



(xvn) 



(xvm) 



R is a heteroaryl optionally substituted with a C] • C4 alkyl. F, CI, Br, NO2, CO2H, 
CO2R 2 , CHO, CN, CF3, CH2OH or COCH3, where R 2 is hydrogen, a Q - C4 alkyl or 
perfluoroalkyl, aryl, heteroaryl or optionally substituted allyl, arylmethyl, alkynyl or alkenyl, 
20 and where said R 1 heteroaryl is attached to compounds of formulas I and X through a 
carbon or nitrogen atom; 
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3 m 

R is hydrogen, a C| - C4 aJkyl or perfluoroalkyl, hydroxymethyl, aryl, heteroaryl or 
optionally substituted allyl, arylmethyl, alkynyl or alkenyl; 

R 4 through R 6 each independently are hydrogen, F, CI, Br, I, NQ2. CO2H, CO2R 2 , 
COR 2 , CN, CF 3l CH 2 OH, a C r C 4 alkyl or perfluoroalkyl, OR 2 , SR 2 , S(0)R 2 , SO2R 2 , 
5 SO3H, S(NR 2 R 7 )R 2 , S(0)(NRV)R 2 , NrV, aryl, heteroaryl or optionally substituted 
ally!, arylmethyl, alkynyl or alkenyl, where R 2 has the definition given above, R 7 is 
hydrogen, a C| - C4 alkyl or perfluoroalkyl, aryl, heteroaryl, optionally substituted allyl or 
arylmethyl, OR 8 or NHR 8 , where R 8 is hydrogen, a C\ - C6 alkyl or perfluoroalkyl, aryl, 
heteroaryl or optionally substituted allyl, arylmethyl, SO2R 2 or S(0)R 2 ; 
10 R and R each independently are hydrogen, aCj alkyl or perfluoroalkyl, aryl, 

heteroaryl or optionally substituted allyl, arylmethyl, alkynyl or alkenyl, or R 9 and R 10 taken 
together can form a three- to seven-membered ring optionally substituted witji hydrogen, F, 
OR 2 , or NR 2 R 7 , where R 2 and R 7 have the definitions given above; 

R 1 1 through R 15 each independently are hydrogen, F, CI, Br, I, NO2. CO2H, CO2R 2 , 

2 

15 COR , CN, CF 3 , CH 2 OH, a C|-C 4 alkyl or perfluoroalkyl, OR 2 , SR 2 , S(0)R 2 , SO2R 2 , 
SO3H, SCNrV^ 2 , S(0)(NrV)R 2 , NrV, aryl, heteroaryl or optionally substituted 
allyl, arylmethyl, alkynyl or alkenyl, where R 2 , R 7 and R 8 have the definitions given above; 

W is O, NH, NR 7 , CH 2 , CHOH, C=O t 0C=0, Q=CO, NR 7 00, NHOO, 
0=CNR 7 0=CNH, SC=0, 0=CS, or CHOCOR 7 where R 7 has the definition given above; 
20 X is CH 2 . 0, S or NR 7 , where R 7 has the definition given above; 

R 16 is hydrogen, OH, OR 17 , SR 17 NrV 7 , optionally substituted allyl, arylmethyl, 
alkynyl, alkenyl, aryl, heteroaryl or Cj - C| 0 alkyl, where R 17 is a C\ - Cjo alkyl or 

perfluoroalkyl, or is an optionally substituted allyl, arylmethyl, aryl or heteroaryl, and where 
2 7 

R and R have the definitions given above; 
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18 19 

R and R each independently are hydrogen, a C| - Q> alky] or perfluoroalkyl, 

18 

aryl, heteroaryl or optionally substituted allyl, arylmethyl, alkynyl or alkenyl, or R and 
19 

R taken together can form a three- to seven-membered ring optionally substituted with 

2 7 8 2 7 8 

hydrogen, F, OR , or NR R , where R t R and R have the definitions given above; 

20 

5 R isaC|-C6 alkyl or an optionally substituted allyl, arylmethyl, alkenyl, aryl or 

heteroaryl; 

21 

R is hydrogen, a C j - C4 alkyl or optionally substituted allyl, arylmethyl, aryl or 
heteroaryl; 

R 22 is hydrogen, a C\ - C4 alkyl, F, CI, Br, I, OR 2 , NrV or SR 2 , where R 2 and R 7 

1 0 have the definitions given above; 

R 23 is hydrogen, CI, Br, OR 8 , NrV, a Ci - C4 alkyl or perhaloalkyl, or is an 

2 7 

optionally substituted allyl, arylmethyl, alkynyl, alkenyl, aryl or heteroaryl, where R , R 
g 

and R have the definitions given above; 
24 

R is hydrogen, F, Br, CI, a C j - C4 alkyl or perhaloalkyl, aryl, heteroaryl, CF3, 
1 5 CF 2 OR 25 , CH2OR 25 , or OR 25 , where R 25 is a d - C4 alkyl; 

R 26 is hydrogen, a C] - C4 alkyl, F, CI, Br, I, OR 2 , NrV or SR 2 , where R 2 and R 7 

have the definitions given above; 
27 28 

R and R each independently are hydrogen, a Q - C4 alkyl or perfluoroalkyl, 
heteroaryl, optionally substituted allyl, arylmethyl, alkynyl or alkenyl, or an aryl optionally 
20 substituted with hydrogen, F, CI, Br, OR 2 or NrV, or R 27 and R 28 taken together can 

2 

form a three- to seven-membered ring optionally substituted with hydrogen, F, CI, Br, OR 



or NR^ 7 , where R 2 and R 7 have the definitions given above; 



R 29 is hydrogen, a Cj - C$ alkyl or an optionally substituted allyl. arylmethyl, aryl or 



heteroaryl; 
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30 31 

R and R each independently are hydrogen, a C\ - Cg alkyl or an optionally 

substituted allyl, arylmethyl, aryl or heteroaryl, or R 30 and R 31 taken together can form a 

three- to seven-membered ring optionally substituted with hydrogen, F. CI, OR 2 or NR^ 7 , 
2 7 

where R andR have the definitions given above; 
32 33 

5 R and R each independently are hydrogen, a Ci - C 4 alkyl or an aryl optionally 

substituted with hydrogen, F, CI, Br, OR 2 or NR 2 R 7 , or R 32 and R 33 taken together can 
form a three- to seven-membered ring optionally substituted with hydrogen, F, CI, Br, OR 2 
or NR^ 7 , where R 2 and R 7 have the definitions given above; 
n is 0 or 1 ; 
10 YisOorS; 

Z is O, S, NH, NR 2 or NCOR 2 , where R 2 has the same definition given above; 

the wavy line in the compounds of formulas VII, XTJ, XBI and XVI represent an 
olefin bond in either the cis or trans configuration; 

the dotted lines in the structures depict optional double bonds; and 
1 5 a pharmaceutical^ acceptable carrier. 

Preferably, the compounds of formulae 1, 13, m, IV, X and XI comprise PR 
antagonists, the compounds of formulae V and VI comprise PR modulators (i.e. both PR 
agonists and antagonists), the compounds of formulae VH, VHJ, XII, Xm, XIV, XV and 
XVI comprise PR agonists, and the compounds of formulae DC, XVII and XVDI comprise 
20 AR modulators (i.e„ both AR agonists and antagonists). More preferably, the compounds of 
formulae DC and XVII comprise AR antagonists. 

In a further preferred aspect, the present invention comprises a method of 
modulating processes mediated by steroid receptors comprising administering to a patient an 
effective amount of a compound of the formulae I through XVm shown above, wherein R 1 
35 

25 through R , W, X, Y and 2 all have the same definitions as those given above for the 
preferred pharmaceutical composition of the present invention. 

Any of the compounds of the present invention can be synthesized as 
pharmaceutical ly acceptable salts for incorporation into various pharmaceutical 



WO 96/19458 



PCT/US95/16096 



30 

compositions. As used herein, pharmaceutical^ acceptable salts include, but are not limited 
to, hydrochloric, hydrobromic, hydroiodic, hydrofluoric, sulfuric, citric, maleic, acetic, 
lactic, nicotinic, succinic, oxalic, phosphoric, malonic, salicylic, phenylacetic, stearic, 
pyridine, ammonium, piperazine, diethylamine, nicotinamide, formic, urea, sodium, 
5 potassium, calcium, magnesium, zinc, lithium, cinnamic, methylamino, methanesulfonic, 
picric, tartaric, methylamino, dimethylamino, and tris(hydoxymethyl)aminomethane. 
Additional pharmaceutically acceptable salts are known to those skilled in the art. 

The PR agonist, partial agonist and antagonist compounds of the present invention 
are particularly useful for female hormone replacement therapy and as modulators of 

10 fertility (e.g., as contraceptives, contragestational agents or abortifacients), either alone or in 
conjunction with ER modulators. The PR active compounds are also useful in the treatment 
of dysfunctional uterine bleeding, dysmenorrhea, endometriosis, leiomyomas (uterine 
fibroids), hot flashes, mood disorders, meningiomas as well as in various hormone- 
dependent cancers, including, without limitation, cancers of the ovaries, breast, 

1 5 endometrium and prostate. 

AR agonist, partial agonist and antagonist compounds of the present invention will 
prove useful in the treatment of acne, male-pattern baldness, male hormone replacement 
therapy, wasting diseases, hirsutism, stimulation of hematopoiesis, hypogonadism, prostatic 
hyperplasia, various hormone-dependent cancers, including, without limitation, prostate and 

20 breast cancer and as anabolic agents. 

ER agonists, partial agonists and antagonists compounds of the present invention are 
useful in female hormone replacement therapy and as fertility modulators, typically in 
combination with a PR modulator (i.e., a progestin, such as Premarin<8>). ER modulator 
compounds are also useful to treat atrophic vaginitis, kraurosis vulvae, osteoporosis, 

25 hirsutism, hot flashes, vasomotor symptoms, mood disorders, neuroendocrine effects, acne, 
dysmenorrhea and hormonally dependent cancers, including, without limitation, breast and 
prostate cancer. 

GR and MR agonists, partial agonists and antagonists of the present invention can be 
used to influence the basic, life sustaining systems of the body, including carbohydrate, 
30 protein and lipid metabolism, electrolyte and water balance, and the functions of the 

cardiovascular, kidney, central nervous, immune, skeletal muscle and other organ and tissue 
systems. In this regard, GR and MR modulators have proved useful in the treatment of 
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inflammation, tissue rejection, auto-immunity, hypertension, various malignancies, such as 
leukemias, lymphomas and breast and prostate cancers, Cushing's syndrome, glaucoma, 
obesity, rheumatoid arthritis, acute adrenal insufficiency, congenital adrenal hyperplasia, 
osteoarthritis, rheumatic fever, systemic lupus erythematosus, polymyositis, polyarteritis 
nodosa, granulomatous polyarteritis, allergic diseases such as urticaria, drug reactions and 
hay fever, asthma, a variety of skin diseases, inflammatory bowel disease, hepatitis and 
cirrhosis. Accordingly, GR and MR active compounds have been used as immuno 
stimulants and repressors, wound healing - tissue repair agents, catabolic/antianabolic 
activators and as ami-viral agents, particularly in the treatment of exacerbated herpes 
simplex virus. 

It will be understood by those skilled in the art that while the compounds of the 
present invention will typically be employed as a selective agonists, partial agonists or 
antagonists, that there may be instances where a compound with a mixed steroid receptor 
profile is preferred. For example, use of a PR agonist (i.e., progestin) in female 
contraception often leads to the undesired effects of increased water retention and acne flare 
ups. In this instance, a compound that is primarily a PR agonist, but also displays some AR 
and MR modulating activity, may prove useful. Specifically, the mixed MR effects would 
be useful to control water balance in the body, while the AR effects would help to control 
any acne flare ups that occur. 

Furthermore, it will be understood by those skilled in the art that the compounds of 
the present invention, including pharmaceutical compositions and formulations containing 
these compounds, can be used in a wide variety of combination therapies to treat the 
conditions and diseases described above. Thus, the compounds of the present invention can 
be used in combination with other hormones and other therapies, including, without 
limitation, chemotherapeutic agents such as cytostatic and cytotoxic agents, immunological 
modifiers sue* as interferons, interleukins, growth hormones and other cytokines, hormone 
therapies, surgery and radiation therapy. 

Representative PR antagonist compounds according to the present invention include: 
1 ^3.4-Tetrahydn>-2^,4-trimethy I -6-pheny I qui noline (Compound 100); 1 ^-Dihydro-2^,4- 
trimethyl^l,2,3-thiadiazoI-5-yl)quinoline(C^mrxnind 101); 1 ,2-Dihydro-2,2,4-trimethyl- 
6-(l,3-oxazol-5*yl)quinoline (Compound 102); 6^4^-Dichloroimidazol-l-yl)-l^-dihydro- 
2,2,4-trimethylquinoltne (Compound 103); 6^4-Bromo-l-methylpyrarol.3-yI)-l,2-dihydix>- 
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I 

2^,4-trimethyIquinoline (Compound 104); l,2-Dihydro-2^4-trimcthyl-6-(3- 
pyridyl)quinoltne (Compound 105); 6-(4-Fluorophcnyl)-l f 2,-dihydro-2^,4- 
trimethylqutnoline (Compound 106); l£-Dihydn>^3^fluoromethylphenyl)-2,2 1 4- 
trimethylquinoline (Compound 107); li-Dihydro-2 t 2,4-tri methyl -6-(4- 
5 nitrophenyl)quinoline (Compound 108); 6-(2,3-Dichloropheny I)- 1 ,2-dihydro-2,2 f 4- 

trimethylquinoHne (Compound 109); l^-Dihydn>-6-(2-hydroxycartx>ny!-4-nitrophcnyl)- 
2,2,4-trimethylquinoline (Compound 1 10); 6-(3,4-Dich]orophenyI)-l t 2-dihydro-2^,4- 
trimethylquinoline (Compound 111); 4-EthyM t 2-dihydio-2,2-dimethyl-6-phenylquinoline 
(Compound 112); l^-Dihydn>2^-^lin^lhyl^phcnyl-^pn^>yIquinoHne (Compound 113); 

1 0 6-(2-Ch!oropheny I y 1 ,2-dihydro-2 t 2 l 4-trimcthy lqu ino Jine (Compound 114); 1 ,2-Dihydro- 
2,2,4-trimethylindeno[l t 2-g]quinoline (Compound 115); 1 ,2-Dihydro-2,2,4- 
trimethylindeno[2J-/]quinoline (Compound 1 16); 8-Bromo- 1 ,2-dihydn>- 2,2,4- 
trimethy)indeno[l,2-£]quinoIine (Compound 117); l»2-Dihydro-2^ v 4- 
trimethylbenzo[b]furano[3»2«g]quinoline (Compound 118); l,2-Dihydro-2,2,4- 

1 5 Uimethylbenzo[b]furano[2,3-/]quinoline (Compound 1 1 9); 6-Fluoro- 1 ,2-dihydro-2£,4- 
trimethylindeno[2,1-/|quinoline (Compound 120); 9-Fluoro-l t 2-dihydro-2,2,4- 
trimethylindeno[I y 2- ( g]quinolinc (Compound 121); 1,2-Di hydro-9-hydroxylmcthy 1-2^,4- 
trimethylindeno[l,2-g]quinoline (Compound 122); 8-Chloix>-l,2-dihydro-2,2,4- 
trimethyiindeno[I,2-£]quinoline (Compound 123); 8-Fluoro-l t 2-dihydro-2 t 2,4- 

20 trimethy lindeno[ I ,2-£]quinoline (Compound 1 24); 8- Acetyl- 1 ,2-dihydro-2,2,4- 
trimethy Hndenof 1 *2-£]quinoline (Compound 1 25); 6-Fluoio- 1 ,2-dihydro-2,2,4- 
trimethy Kndeno[l,2-£]quirioline (Compound 126); 7-Bromo-l,2-dihydro-2,2,4- 
trimethyhndeno[2, 1 -/]quinoline (Compound 1 27); 1 ,2-Dthydro-2 > 2 f 4-trimethyl-7- 
nitroindeno[2,l-yiquinoline (Compound 128); l£-Dihydro-2,2,4-trimethyl-8- 

25 nitroindeno[ 1 *2-£]qu inoli ne (Compound 1 29); 6 f 9-Difluoro- 1 t 2-dihydro-2,2,4- 

trimethylindeno[l,2-g]quino]ine (Compound 130); 7-Fluon>1.2-dihydro-2 t 2,4-trimethyM 1- 
(thiomethy l)indeno[2, 1 -/]qutnoline (Compound 131); 5,8-Difluoro- 1 ,2-dihydro- 1 0-hydroxy- 
2^4-trimethylindeno[l,2-g]quinoline (Compound 132); 7 t 9-Difluoro-l,2-dthydrt>-10- 
hydroxy-2^4-trimethylindeno[l£~g]quinoline (Compound 133); 7JO-Difluoro-1,2« 

30 dihy dro-2,2,4-trimethy l-5-oxoindeno[3^/]qui noline (Compound 1 34); 7,9-Difluoro- 1 1 2- 
dihydro-2^,4-trirnethy]-10-oxoindeno[l^-g]quinoline (Compound 135); 8-Fluoro- 1 ,2- 
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dihydio-IO-hydroxy-2;^ (Compound 136); 8-Fluoro-U- 

dihydro-2^ t 4-trimethyl-10-oxoindenotl f 2^]quino]inc (Compound 137); 7-Fluoro-I,2- 
dihydro-2£,4-trimethyl-8-nitrom 138); 5-ChIoro-l^- 

dihydro-IO-hydroxy^^^lrimethyHndenofl^lquinoline (Compound 139); 6-Fluoro-1.2- 
dihydrt>2 v 2,4-trimethyl-10-oxoindeno[l t 2^]quinoltne (Compound 140);6-Fluwt>-1^. 
dihydro-10-hydroxy-2^,4-uimethyIindcno[l f 2-5]quino!ine (Compound 141); 5,8-Difluoro- 
l^ihydit>-2,2,4-uimcthyI-10^trinuoroacctoxy)indcnotl^ (Compound 142); 

6-(3,5-DifluorophenylH*23,4^trahydro^ 143); 1^- 

Dihydro-2^ T 4-trimethylindolo[3^Jquinoline (Compound 144); 5-Ethyl-l,2-dihydro-2,2,4- 
trimethylindolo[23:flquinoline (Compound 145); 6-(3-Chlorophenyl)-l^-dihydrt>-2 t 2 t 4- 
trimcthylquinolinc (Compound 146); 6-(3 f 5-DifluorophenyI)-1 ,2-dihydro-2,2,4- 
trimethylquinoline (Compound 147); 6-(3-Fluoropheny I)- 1 ,2-dihydrc>-2,2,4- 
trimethylquinolinc (Compound 148); l,2-Dihydio-2^4.trimcthyl-^4-pyridyl)quinoIine 
(Compound 149); 6-(3-Cyanopheny 1)- 1 ^-dihydro-2,2,4-trimethyIqu incline (Compound 
150); 6^33-DichloiophenylH^ihyd^ (Compound 151); 6- 

(23-Difluorophenyl)-l,2^ihydn>-2,2,4-t^ 152); 1^-Dihydn>- 

2 t 2 f 4-trimethyl-6-(pcntafluorophenyl)quinoline (Compound 153); l^-Dihydro-2^,4- 
trimethyI-6-[4-<trifluoroacctyI)phcnyl]quinolinc (Compound 154); l*2-Dihydro-2^,4- 
trimethyl-6-(13-pyrimid-5-yl)quinoIine (Compound 155); 6-(3-Cyanophenyl)- 1,23,4- 
tetrahydro-2^,4-trimethylquinoline (Compound 156); 5 t 8-Dinuoro.I t 2Hlihydro-2^ f 4- 
trimethylindeno[l,2-£]quinoline (Compound 157); 7J0-Dinuoio-l,2-dihydro-2 t 2,4- 
trimcthyHndeno[2J-y]quinolinc (Compound 158); 8-Cyano-l,2-dihydn>-2,2,4- 
trimethylindeno[3,2-*]quinoline (Compound 270); 6-(3-Cyano-5-fluorophenyl)-l ,2-dihydro- 
2A4-trimethylquinoline (Compound 271); 6-(3-Cyano-4-fluorophenyl)-l^-dihydio-2^,4- 
trimethylquinoline (Compound 272); 6<3-Cyano-6-fluorophenyl)-l^-dihydn>-2^,4- 
trimethylquinoline (Compound 273); 6-[5-fluoro-3-(trifluoromethyl)phenyl]-l^Kiihydro- 
2,2,4-trimethylquinoline (Compound 274); 6^3-chloro-2-methylphenyI)-l^-dihydfo-22 t 4- 
trimethylquinoline (Compound 275); 1 ,2-DihydiT>-2.2,4-trimethyl-6^3- 
nitrophenyl)quinoHne (Compound 276); 6<3-AcetylphenylH*2Kiihydro-2,2,4- 
trimethylquinoline (Compound 277); 6K3-cyano-2-methylphenyl)-l t 2-dihydro-2,2,4- 
trimethylquinoline (Compound 278); l,2-Dihydio-2A4-trimethyl-6-(3- 
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methy!phenyl)quinoline (Compound 279); ^S-inuoiXHa-nitroirfienyO-l^-dihydro-^^ 
trimethylquinoline (Compound 280); l f 2-Dihydro-6-(3-mcthoxyphcnyl).2A4- 
trimethylquinoline (Compound 281); 6-(5-Cyano-3-pyridyI>l,2-dihydio-2A4- 
trimethylquinoline (Compound 282); 1 ,2-Dihydix>-2^y4-trimethyl^(2-inethyl-3- 
5 nitropheny Dquinoline (Compound 283); 6-(2-Amino-3^-difluoropheny 1)- 1 ,2-dihydro-2,2,4- 
trimcthylquinoline (Compound 284); 6-(3-Bromo-2-chloro-5-fluon>i*enyl)-l^-dihydix>- 
2,2/Mrimethyiquinoline (Compound 285); 6K3^yano-5-nuon^bcnyl)-1.2-dihydix>-2^,4- 
trimethyl-3-quinolone (Compound 286); 6^3-Flu«x>2-methy!phenyl)-l,2-dihydro-2^,4- 
trimethylquinoline (Compound 287); l,2-Dihydro-2,2 t 4-trimethyl-6-(3- 

10 methylthiophenyl)quinoline (Compound 288); 6-(5-Chloro-2-thienyl)-l^Hlihydro-2,2 t 4- 
trimethylquinoline (Compound 289); l^-Dihydro-2,2,4-trimethyl-6-(3-methyl-2- 
thienyl)quinoline (Compound 290); 8-nuoro-l T 2-dihydro-2 t 2 t 4-trimethyl-6-(3- 
nitrophenyl)qumoline (Compound 291); l t 2-Dthydro-6-(3-nitrophenyl)-2 t 2,4,8- 
tetramethylquinoline (Compound 292); 6-(5-Bromo-3-pyridyl)-l t 2-dihydro-2^ t 4. 

1 5 trimethylquinoline (Compound 293); 6-(3-Bromo-2-pyridyl)- 1 ^-dihydro-2^,4- 
trimethylquinoline (Compound 294); 6-(3-Bromo-2-thienyI)-l f 2-dihydro-2 > 2,4. 
trimethylquinoline (Compound 295); l,2-Dihydn>-6-(2 f 3^ t 6-tetrafluofo-4-pyridyl)-2»2,4- 
trimethylquinoline (Compound 296); 5,8-Difluoio-1.2-dihydro-6-(3-nitrophenyl)-2 f 2,4- 
trimethylquinoline (Compound 297); 2 t 4-Dietfiyl-8-fluoro-U2-dihydro-2-methyl-6-(3- 

20 nitropheny Dquinoline (Compound 298); 6-(3-Biomophenyl>- 1 ^-dihydro-2^,4- 
trimethy Iquinoline (Compound 299); 1 ^-Dihydro-2^,4-trimethyl-6-(5-nitro-2- 
thienyl)quinoline (Compound 300); l f 2-Dihydro-6-(2 f 4,5-trifluorophenyl)-2^ > 4- 
trimethylquinoline (Compound 301); 6-(3-Bromo-5-fluorophenyl>l£^ihydro-2A4- 
trimethylquinoline (Compound 302); 6-(5-C^rboxaldehycie-3-thienyl)-l ,2-dihydro-2^,4- 

25 trimethylquinoline (Compound 303); 1 ^-Dihydro-W A7-tetnmiethy 1-^3- 

nitrophenyl)quinoline (Compound 304); 6-(5-Fluoro-2-methoxy-3-nitn>|rfienyl)-l t 2-<Ithydro- 
2^,4-trimethy Iquinoline (Compound 305); 6-(3^hloio-2-methoxyphenylH*2^ihydn>- 
2,2,4-trimethylquinoline (Compound 306); 1 £-Dihydn>-2 A4^methyl-6-(Z3,4- 
trifluorophenyOquinoline (Compound 307); 6-(3-Biomo-2-methylphenylVl^-dihydn>- 

30 2,2,4-trimethy Iqu inoline (Compound 308); 7-Chloro- 1 ^-dihydro-2»2,4-trirocthyl-6-(3- 
nitrophenyDquinoline (Compound 309); 5-Chloro-l^-dihydro-2^,4-trimethyl-6K3- 
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nitrophcnyl)quinoline (Compound 310); 8-Ch)oro-! f 2-dihydro-2^,4-trimcthyJ-6-(3. 
nitrophenyl)qutnoline (Compound 311); S-Ethyl-U-dihydro-W^trimethyl-S-O- 
nitropheny])quinoline (Compound 312); 9-ChIoro-ia-dihydro-2^-dimethyl-5. 
coumarino[3,4-/)quinoline (Compound 313); I ^-Dihydro-9-methoxy-2^,4-trimethy J-5- 
coumarino[3 f 4^quinoline (Compound 314); 9-Fluoro-l t 2Kiihydro-2 t 2Al l-tetramethyl-5- 
coumarino[3 t 4-/)quino]ine (Compound 315); l^-Dihydro-W^^-tetramethyl-S- 
coumarino[3,4-y]quinoline (Compound 316); 7-Chloro-l^-dihydro.2^,4-trimethyl-5- 
coumarino[3,4-/]quinoline (Compound 317); (/W^P-Chloro-I^-dihydro-S-methoxy^^,^ 
trimethyl-5//-chromeno[3,4-/]quinoline (Compound 319); (J«^>9-Fluoro-l t 2-dihydn>-2^ f 4- 
trimethy]-5^<chromeno[3,4-/]quinoIine (Compound 328); 6-(5-Cyano-2-thienyl)-l ,2- 
dihydjo-2A4-trimethy]quinoline (Compound 451); 6-(5-Cyano-3-thienyl)-l,2Kiihydr^ 
2^,4-trimethyIquinoline (Compound 452); e^-FormylphenylH^ihydro^^ 
trimcthylquinoline (Compound 453); U-Dihydro-2,2A*rime%I-6-[3- 
(methylsulfonyl)phenyljquinoline (Compound 454); (/V5)-6-(3-Cyano-5-f»uorophenyl)- 
l^,3,4-Tetrahydro-2A4-trimelhyIquino1ine (Compound 455); and (/WS)-9-Chloro-l^. 
dihydro-^^trimethyl-^i^nyl^-chromcnotS^/lquinoIinc (Compound 456). 

Representative PR modulator compounds (i.e., agonists and antagonists) according 
to the present invention include: (/^5)-5-Butyl-l^ihydro-2 t 2,4-trimethy|.5i/- 
chromeno[3,4-/|qu!noline (Compound 160); (JV5>l>Dihydro-2^,4-trimethyl-5-pheny]- 
5//-chromeno[3 t 4-/]quinoIine (Compound 161); (/V5)-l^,3,4-Tetrahydro-2 t 2-dimethyl-4- 
methyIidene-5-phenyl-5//-chromeno[3 ? 4-/|quinoline (Compound 162); (/2/S)-5-(4- 
OilorophenylH^ihydro-2^.4^^^ (Compound 163); 

</^-5-(4<3ilorophenylH^ 

^Jquinoline (Compound 164); (/VS)-5^4-Fluoropheny^^ 

chromeno[3 t 4-/]quinoline (Compound 165); (/V5)-5-(4-Aoetylphenyl)-l t 2-dihydro.2 t 2 > 4- 
trimethyl.J^-chromeno[3,4-y]quinoline (Compound 166); (RJSh 1 ^-Dihydro-2^,4- 
lrime%l-5<4-methylphenyl)-5W^±romeno[3,4-y]quinoline (Compound 167); (R/Syi^ 
Dihydro-5<4Mnethoxyi^enyJ)-2£,4-tri 
168); (R/Sy- 1 £-Dihydro-2A4-trimethyI-5-[4^trifluoro^ 
yjquinolinc (Compound 169); (WSH^-Dihydro-2£,4-trim^ 
chn>meno[3,4-/]quino!ine (Compound 170); (-)-l^-Dihydn>-i2.4-trimethyl-5-(4- 
methylphenyl)-5^-chromeno[3 f 4-/Jquinoline (Compound 171); (-)-5-(4-ChlorophenyI)-l^- 
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dihydro-2^,4-trimcthyl-5H^hromeno[3 T 4-y]quino]ine (Compound 172); (JU5)-l»2-Dihydro- 
2 > 2,4-trimethyl-5-(3-mcthylpheny^ (Compound 173); (+)- 

(4/,5/)-5-(4-Chloropheny \y 1 ^3t4-tcti^ydro-2 t 2 t 4-trimethy l-5//-chromeno[3,4-/]quinoIine 
(Compound 174); (-H4/^/)-5-(4-Chlorophcny !)- 1 J3»4-tctrahydro-2^,4-trimcthyl-5//- 
5 chromeno[3,4-/iquinolinc (Compound 1 75); (R/S-4 /^Su)-5-(4-Chlorophenyl)- 1 ,23,4- 
teti^ydio-2A4-uimethyl-5/^^ (Compound 176); (R/Sy5'(3- 

Chlorophcnyl)-l^Klihydro-2^ t 4-uimethyl-5HK:hronKno[3,4-^ (Compound 177); 

(/£/£)-5-(3-Chlorophenyl)- 1 ,23,4-tetrahy dro-2 f 2^iimcthyl-4-nicthyl]dcne-5//-chromeno[3,4- 
/Iquinoline (Compound 178); (/VS)-5<4-BronK>phenylH£^ 

10 chromeno[3 v 4-/)quinoline (Compound 1 79); (/V5)-5-(4-Bromophenyl VI ,23,4-tetrahydro- 
2,2^imethyl-4-methylidcne-5^-chromcnot3 t 4-y]quinolinc (Compound 180); (R/Sy5-(3- 
Bromophenyl)-]. 2^ihydix>-2^,4^riTnethy!-5//-chromeno[3 > 4-y]quinoline (Compound 181); 
(/?/5>5-(3-Bromophcnyl)- 1 ,2 T 3»4-tctrahydro-2^-dimcthy W-methy 1 idcnc-5//-chromcnot3,4- 
yiquinolinc (Compound 182); (Jl/5)-5-(3,4-Dichlorophcnyl)-l f 2-dihydit>-2 f 2 f 4-nimethyI- 

1 5 5H-chromeno[3,4-y]quinoJine (Compound 1 83); (JtfS)-5-(3-Bromo-2-pyridyl)- 1 J2-dihydro- 
2^,4-uimcthyl-5f/^hromcno[3 1 4-/lquinoline (Compound 184); (R/Sy 1 ^-Dihydro-5- 
hydroxy-2^ f 4-trimethyl-5^-chromeno[3 % 4-/|quinolinc (Compound 185); (/2/5)-l,2-Dihydro- 
2^,4-trimethyl-5-methoxy-5ff-chromcno[3,4-y]quinoline (Compound 186); (/i/5)-l t 2- 
Dihydro-2,2,4-uimethyl-5-propoxy-5//^^ (Compound 187); (R/Sy 

20 5-Allyl-l,2^ihydi^2^,4-tnmethyl-5//^h^ (Compound 1 88); (R/Sy 

K2-Dihydn>-2£,4-triinethyl-5-pro^ (Compound 189); 

(R/Sy 1 ^-Dihydro-2,2,4-trimethy l-5-(2-pyridy l>-5f/-chromeno[3 t 4-/]quinoline (Compound 
190); (K/S)-5-(3-FluorophenyI)-l ^ihydn>-2^ f 4-trimcthyl-5/f -chromcno[3,4-/]quinoline 
(Compound 191); (WS)-5K3-FluorophenylM.23,4-tetr^ 

25 5H-chromeno[3»4-/)quinoline (Compound 1 92); (R/Sy 1 ^-Dihydn>-2 t 2,4-trimcthyl-5- 
propyIthio-5//-^hromenof3,4-/]quinoiinc (Compound 193); (rt/5)-1.2-Dihydro-5-(3- 
methoxyphcnyl>2^A^methyl-5//K:hro 194); (R/S) 

DihydixK2^,4-uimethyI-5-[3^trifluc^ 
(Compound 195); (IMS)-5^3-rcuoio^methylphen^ 

30 chromeno[3,4-/|quinoline (Compound 196); (li/y)-5-(4-Bromo-3-pyridyI)-12-dihydro- 
2^,4-trimethyI-5//-chromcno[3,4-/lquinolinc (Compound 197); (R/Sy 1 ^-Dihydro-2,2.4- 
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trimethyl-5^3i^dy])^ 198); (E/Sy^^ChloTo- 

3-fluorophenylH ^ihydro-2,2,4-tri^ (Compound 

199) ; (/ttSH^Dihydix>-2A4^tet^^ (Compound 

200) ; (!MH£-DihydiT>-54iexyl-2^^ (Compound 

201) ; l^-Dihydn>2^,4-irimethyl-5//^hromcno[3 ( 4-/|quinoline (Compound 202); (R/Sy 
1 £-Dihydfo-5^3-methylbuty l)-2,2,4.trimethyl.5iy-chromeno[3 f 4-/]quinoline (Compound 
203); (/2/5>5K4-ChlorobutyIH .2^ihydio-2^ t 4-trimethyl-5//^hromeno[3,4-/JquinoIiTO 
(Compound 204); (WS)-5-Benzy!-U^ihydro^^^ 

(Compound 205); (MS)-S-(4-BronK>butyIH 

/Iquinoiine (Compound 206); (/2/5)-5-Butyl-9-fIuon>-l t 2^1ihydrt>-2 > 2 f 4-trimcthyl-5^. 
chromeno[3,4-/)quinoline (Compound 210); (iV5)-5.Butyl-8-fluonvU-dihydro-2a»4. 
trimethyl-5^hromcno[3,4-/]quinoline (Compound 211); (rttf)-5-(3-C3ilorophenyl)-9- 
fluoro-UKiihydit>-2A4-ri (Compound 212); (/WS)-5. 

(4<^loro-3-methylphenyl)-9-flu^ 

/Iquinoline (Compound 213); (»S)-5K4<:hlorDphcnyl)-9-fluoro-l t 2-dihydio-2,2,4- 
trimethyJ-5^hromcno[3,4-/]quinoline (Compound 214); (/J/^-Q-Fluoro-l^-dihydro-S^- 
methoxyphcnyl)-2^Atrimethyl-5^hromcno[3,4-y]quinoline (Compound 215); (/2/S)-8- 
^uoro-l,2^ihydro-5-methoxyl-2^ 
216);(#S)-5-(4-ChJorophenyl^ 

^Jquinolinc (Compound 217); and (^5)-9<^!om-5-(4K:hloit^icnyI)-l t 2-dihydn>-2 t 2,4- 
trimethyl-5//-chromeno[3 t 4-/Jquinoline (Compound 218); 9-Chloro-l^-dihydro-2^,4- 
trimethyl-5i/-chromeno[3 f 4./Iquinoline (Compound 320); (/2/S)-9-Fluoro- 1 ,2-dihydro-5- 
methoxy-2£/Mrimethyl-5/tehi^ (Compound 322); (#5)-9-Fluoro- 

U^hydit>-2A4-triniethyl-5^i^^ (Compound 323); 

(i^-9-Ruoro-I^ihydro-2;2,4-ri 

(Compound 324); (/^l>Dihydro-9-methoxy-2£ »4-trimcthyl-5//-chromeno[3,4. 
/Iquinoline (Compound 329); (/^U-Dihydro-2^A9^etram^^ 
/Iquinoline (Compound 330); (/^7-Chloro-l,2^ihydro-2A4-trimethyl-5//- 
chromeno[3,4./]quinoiine (Compound 331); (/VS)-5-(4-Bromo-3-pyridyl)- 1 ,2.3,4- 
tetrahydro-2^imethyl^methy^^ (Compound 347); 

(/VS)-5K3^-Dinuorophenyl)- 1 ^Ktihydro-2^ t 4-trimethyl-5//-^romeno[3 f 4-/Jquinoline 
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(Compound 348); (/VS^5^3-BronK>-5-fluorophenyl)- 1 •23,4-tctrahydro-2 > 2-dimclhyl-4- 
mcthylidcnc-5H-chromcno[3,4-y]quinoline (Compound 352); (2>l t 2 t -Dihydro-5-(2A6- 
trimethylbenzylidene)-2£,4^ri (Compound 364); (Z)-5- 

Benzy Iidene-9-fluoro- 1 ,2-dihydro-2,2,4, 1 1 -tetramethy l-Si7-chromeno[3»4-/]quino]ine 
5 (Compound 377); (ltfS)-5K4-CtolorophenylH^ 

chromcno[3,4/h4-quinolinone (Compound 378); (rt/£)-5-(4-Chloropheny])- 1 ,23,4- 
tetrahydro-2£33-tetran*et^ (Compound 379); (R/S)- 

5-(4-Chtorophenyl)-l t 2^hydro-2^-dimethyl-5ff-chromcno[3,4-y]-4-quinolinc (Compound 
380); (+H^*-^A5/)-5-(4-Chlorophcnyl)-l 2 ,3,4-ietrahydn>-2A4-irimcthyl-5/f- 
10 chromeno[3,4-/|-3-quinolinone (Compound 381); (-H^*-^A5/)-5-(4-Chlorophenyl)- 1^,3,4- 
tetrahydro-2^,4-trimethyl-5//-chromcno[3,4-yi-3-quinolinonc (Compound 382); (R/Sy5-(4- 
Chlorophcny])-1^3»4-tetrahydn>2^^imcthyl-5^hro 

(Compound 383); (iVS)-3-(3-Huorobcn2yl)-5-(3-fluorobenzylidcne)-l f 2 f 3,4^trahydro-3- 
hydroxy-2^4^mcthyl-5H-chromeno[3 9 4 T /]quinoline (Compound 384); (rt/S)-33-Dibutyl- 
15 l,23,4-tetrahydro-3-hydroxy-2^,4-trira 

385); (rt/S)-5-Butyl- 1 £3t4-tetrahydiXH23,4-trimethy1-5/te^ 
(Compound 386); (/tfS-4£5/H £3.4-Tetrahydro-2£/^^ 

chir>meno[3,4~/)-3-quinolinone (Compound 387); (/2/5-4t5u)-1^3.4-Tctrahydro*2 f 2 t 4- 
trimethyl-5-phenyl-5H-chromeno[3,4/]-3-quinolinone (Compound 388); (RIS-4l t 6uy 

20 l£3 9 4-Tetrahydro-2^,4~trimethyl-6-pte^ 

(Compound 390); {R1S-4K61)- 1 ^3,4-Tetrahydro-2^2,4-trimethy l-6-phcnyl-5H- 
isochromeno[3 t 4-y]-3-quinolinonc (Compound 391); (/tfS-3/,4w,5u)-5-{4-Chlorophenyl)- 
1 ^3,4-tetrahydro-3-methoxy-2^,4-trimcthy l-5//-chromcno[3,4-/|quinol inc (Compound 
397); (/V5-J/^«,5/)-5-(4-ChlorophOTyl)-l ^3*4-tctrahydro-3-niethoxy.2^,4-tiimcthyl-5/f- 

25 chromcno[3,4-y]quino!inc (Compound 398); (iWS-JWii.JO-S^-Chloropte^^ 

tetrahydn>-3-propyloxy-2A4-trimet^ (Compound 399); 

(/2/5-J/,4w r 5w)-5-(4-Chlorophenyl)- 1 ^3,4-tctrahydixv3-propy loxy^^.^trimethyl-SH- 
chromeno[3,4-/)quinoline (Compound 400); and (rt/S-4/,5/)-3-Benzenzy lidene-5-(4- 
chlorophenyl)- 1 ^3,4-teti^ydiXH2 t 2.4^trimethyl-5//^hromeno[3,4-y]quinoHne (Compound 

30 401). 

Representative PR agonists according to the present invention include: (Z>-5- 
Butytidene-l£Hiihydro-2£ t 4-trimethyl-5//^ (Compound 219); (Z)- 
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5-Benzylidene-l,2Kiihydi^ (Compound 220); 

(Z)-5-(4-Fluorobenzylidene)- 1 ,2nUhydn>-2^ > 4-triinethyl-5^K:lm>menot3 t 4^quinoline 
(Compound 22 1 ); (Z)-5-(4-Bromobcnzy!idenc)- 1 f 2-dihydn>-2,2,4-trimclhy!-57/- 
chromcno[3,4-y]quinolinc (Compound 222); (Z)-5-{3-Bromobcnzy]idcne)-l^-dihydro- 
5 2^,4-trimcthyi-5//-chromeno[3,4-/lquinoline (Compound 223); (Z)-5-(3- 

Chlorobenzylidene)- 1 ^-dihydro^^triroethy ]-5//-chron^no[3 f 4-/Jquino]inc (Compound 
224); (Z)-5-(3~Fluorobenzylidene)-l ,2-dihydro-2 t 2 > 4-trimethyl-5//-chromeno[3 t 4- 
/Iquinolinc (Compound 225); (Z)-5-(2^lorobcnzylidcne)-l^Klmydro-2JAtrimethy]-5^- 
chromeno[3,4-y]quino]inc (Compound 226); (2)-5-(2-Bromoben2yiidenc>.U2-dihydro- 
1 0 2^2,4-trimcthy]-5//-chromeno[3,4-y)quinoiine (Compound 227); (Z)-5-(2- 

Fluorobenzylidene)-! ^-dihydro-2,2 ,4-trimethy].5//-<:hromcnor3,4-/]quinoline (Compound 
228); (Z)-5-(2 f 3-Difluorobenzylidenc)- 1 ^ihydro-2*2,4-trimethyl- J//-chromeno[3,4- 
/Jquinoline (Compound 229); (Z)-S-(24-Difluorobenzyliden^ 

5//-chromcno[3,4-y]quino]inc (Compound 230); (Z>9-Fluorxv5-(3-nuorobcn2ylidene)-l^- 
1 5 dihydro-2A4-uiinethy!-5^hroincnoI3 t 4-ilquinoline (Compound 23 1 ); (Z)-9-Fluoro-5-(3- 
methoxybenzylidene)- 1 ^ihydro-2,2,4-trimethy l-5H-chromeno[3 t 4-/]quinoline 
(Compound 232); (Z)-8-Fluoro-5-(3-fluororbcnzyIidene> 1 ,2-dihydro-2 ,2,4-trimethykW- 
chromeno[3,4-/)quinoline (Compound 233); (R/S-41, 5*>-5^4-Caion>phenylH .2.3,4- 
tetrahydro-2,2 t 4-trimclhyI-5//-chromeno[3 t 4-y]-3-quinolinonc (Compound 234); (/2/S-4/, 

20 5/)-5-(4-Chlorophcny I)- 1 ^3,4-tcti^ydro-2»2.4-irimemyl-5^hromeno[3.4-/10- 

quinolinone (Compound 235); and (^-5-(4-Chlorophcnyl>! f 23,4-tctrahydro-2 t 2,4,4- 
tctramethyl-5^-chromcno[3 t 4-yi-3-quinoIinonc (Compound 236); 5-(3-Fluorobenzy])-l^ 
dihydn>-2^,4-irimclhy]-5//^hromcno[3,4-/lquinolinc (Compound 318); {R/Sh9'Ch]oTt>- 
l£niihydro-2^ t 4-trinKmyI^ (Compound 321); 

25 (rt/5)-5-Butyl-9-chioro- 1 ^-dihydro-2^,4^mcmy]-5^hromcno[3,4-/lquinol!ne 
(Compound 325); (/M^5-ButyI-l,2Klihydro-9-^ 

/Jquinoline (Compound 326); (/fc/5)-9-Fluofo- 1 ^-dihydix>-2 > 2,4 t 5-tetramethyl-5//- 
chromeno[3,4-/]quinoline (Compound 327); (/WS)-9-Chloro-l Jt-dihydro-2^ t 4^- 
tetramcthyl-5^-chromeno[3 t 4-/|quinolinc (Compound 332); (/2/5>5-<4-B romopheny 1 >-9- 
30 chloio-l£-dihydn>-2A4-triinemyM (Compound 333); (R/S)-9- 

Chloro-5*(3-chlorophcnyl)- 1 ^-dihydro-2J2,4-trirmthyl-5//-chromeno[3 jquinoline 



WO 96/19458 



PCT/US95/16096 



40 



(Compound 334); (/&5)-9-C%toro-l^lihydio-2^ 

chromeno[3,4-y]quinoline (Compound 335); (/^9-ChIoro-5-(4-chloro-3-methylphcnyl)- 
l^^hydra-2^ t 4-trimcthyl-5^-chromcno[3,4-y]quinoline (Compound 336); (R/S)-9- 
Chloro- 1 ^-dihydro-5-[3-(trifluoromcthy l)pheny 11-2,2,4-trimethy l-5//-chroroeno[3,4- 
Tlquinolinc (Compound 337); (/^-9^Ioro-5-(3^ichlorophcnyl)-]^Klihydn)-2^,4- 
trimcthyI-5^f-chromcno[3,4-/|quinoline (Compound 338); (/WS)-9-Ch!cm>-l^-dihydro-5-(4- 
mcthoxyphenyl>2^Atrin^yl-5/f-chromeno[3,4-y]quinoIinc (Compound 339); (R/Sy9- 
Chloro-5-(3-fluoro-4-melhoxyphcny I)- 1 ^2-dihydro-2^ F 4-trimcthyl-5//-chromeno[3,4- 
/Iquinoline (Compound 340); (/OS)-9-^loro-5-(4-nuorcq>hcnyI)-!^-dihydio-2^ f 4- 
trimethyl-5^-chromcno[3,4-/lquino]inc(Compound 341); (/&^9<3iloro-5-(3-chIoro-4- 
methoxy-5-methy Iphcny I)- 1 ,2^1ihydro-2,2,4-trinKlhyN5//-chromeno[3 t 4-/|quinolinc 
(Compound 342); (/&^9^loio-5^4-nuoio-3-methy^ 

5//-chromeno[3,4-yiquinoHnc (Compound 343); (/^S>9-Chloro-5-(3-fluon>phcny])- 1 1 2- 
dihydro-2^,4-trimethy]-5//^hromeno[3,4-y}quinoItne (Compound 344); (fl/S)-l,2-E>ihydro- 
2;2,4-irimethyl-5-[(3,4-meihylen^ (Compound 
345); (/V5)-5-{4-Ch]oro-3-methy Iphcny 1>- 1 ,2-dihydro-2,2,4-trimethyl-5//^hromeno[3,4J- 
/quinoline (Compound 346); (/VS)-M3^-DicMorophenyJH ,2k1% 
chromeno[3,4-/|quinoline (Compound 349); (/2/5)-5-{3-Bromo-5-mcthy]phcnyl)-l 
dihydio-2^,4-trimethyl-5//^hfomcno[3,4-yiquinoline (Compound 350); (/2/S)-5-(3-Broino- 
5-fluoropheny I> 1 ^-dihydro-2,2 f 4-trimethy !-5//-chromcno[3,4-y)quinoIi ne (Compound 
35 1 ); (i2/5)-5-[4-Fluoro-3-(trinuoromethyl)phenyI]- 1 ^-dihydn>-2^4-trimethy!-5//- 
chromeno[3,4-/)quinoline (Compound 353); (/WS^9.Fluoro.]»2-dihydio-2 f 2,4.trimcthyl-5- 
(3-methylphenyl)-5i/-chromcno[3,4-/lquinolinc (Compound 354); (J&S)-l.2-Dihydro-9- 
methoxy-2^l-trimethy]-5K3-^ (Compound 
355); (/tf^9-Ruoio-5K3-nuoio^ 

chromeno[3,4-/|quinoline (Compound 356); (/J^9-FIuon>-l^^ihydfD-2A4-trimcthyl-5- 
(3-{trifluoromethyl)phcnyl]-5//-chromeno[3 ? 4-/|quinolinc (Compound 357); (/fc/5)-9-Fluoro- 
5K4-fluoro-3-methyIphenyl)- 1 ,2-dihydro-2 »2»4-trimcthyl-5if-chromcno[3 f 4-y}quinoline 
(Compound 358); (Z)-5-(2,4-Difluorobcn2y lidcnc)- 1 ^ihydro-2^4-trimethyl-5//- 
chromeno[3,4-/|quinoiine (Compound 359); (Z>5-(3,4-Difluorobcnzylidcnc)-l ^-dihydro- 
2^,4-trimethyl-5//-chromcnot3,4Vquinoline (Compound 360); (Z>5-<3- 
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Fliu>robenzyIideneH^/»-te^ 

(Compound 361); (Z)-5-(2,6-Dif]uorobenzylic^ 

chromcno[3,4-yiquinoline (Compound 362); (2>l t 2 f -Dihydro-5.(2.mcthylbenzylidcnc)- 
2 9 2 > 4-trimethy]-5//-chromeno[3 > 4-/)quinoHne (Compound 363); (Z)-9-Chlon>-5-(2,5- 
difluorobenzylidene)- 1 .2^hydro-2A4-trimethy l-5tfn:hromeno[3,4-/JquinoHne (Compound 
365);(Z)-5-Benzylidene-9^hloio-l^ 
(Compound 366); (Z)-9-Caioro-i^ihydio^^ 

chromcno[3,4-yjquinoline (Compound 367); (Z)-5-Bcnzylidcnc«9-chloro-l^-dihydro-2 > 2- 
dimethyU5^-chromeno[3 v 4-/)quinoline (Compound 368); (Z)-9-Chloro-5-(2- 
fluorobcnzylidene)-l .2^ihydio-2^ t 4-trim«hyN5//^hromcno[3 > 4-/Iquinolinc (Compound 
369); (Z)-9-Chloit>-5-(3-fluorobe^ 

/Jquinoline (Compound 370); (£7Z)-5-Benzy]idene-9-fluoro- 1 ^-dihydro-2^,4-trimethyl- 
5^-chromeno[3 t 4-/]quinoline (Compound 37 1 ); (Z>5-Benzy Iidene-8-fluoro- 1 *2-dihydn>* 
2 r 2,4-trimethyl-5W-chromeno[3 f 4 t /]quinoline (Compound 372); (Z>5-Benzylidene- 1 t 2- 
dihydix>-9-methoxy-2,2 ,4-trimethyl-5^-chromenot3 f 4-/lquinolinc (Compound 373); (Zy9- 
Ruoit>-U^ihydro-2,2/Mrimethyl-5^^ 
(Compound 374); (^-8-Fluoro-U^ihydro-^ 

chromeno[3,4-/]quinoline (Compound 375); (Z).l,2-Dihydio-9^methoxy-2^,4.triiTtethyl-5- 
(2-mcthy!benzylidene)-5//^hromeno[3 t 4-/]quinoHne (Compound 376); (Z)-(rt/S)-5-(3- 
Fluorobenzylidenc)- 1 ^3,4-tetrahydro-2 A4-trime^^ 
(Compound 389); (ZHJOT)-5KBcitzylideneM^ 

chromcno[3.4^]-3^uinolinone (Compound 392); (JV5-#45ii)-5-(3-Fluorophenyl)- 1 A3.4- 
tetndiydix>-2£ A^rimethy (Compound 393); (R/S-41,51)- 

S-(3-Fluorophenyl)- i ^3.4-tetrahydro-2A4^me%l-^^^ 
(Compound 394); (R/S-4L5iy\ A3,4-Tctrahydro-2A4-trimethyl-5-[3- 

(trifluoromcthyl)phcnyl>5^hromcno[3 f 4-/]-3-quinolinone (Compound 395); {R/S^lJ u y 
1 £3,4-Tetrahydn>-2£,^ 

quinolinone (Compound 396); (/V5^Uii)-5K4^1orophenyl)-l^,4.tctrahydro.2^ f 4- 
trimethyl-5/f-chromeno[3,4-/|-3-quinolinonc (Compound 402); (R/S-4lj!)-5-(4- 
Chlorophenyl)- 1 A3,4-tetrahydro-2^ t 4-trimethy l-5J?-chromeno[3 f 4-/]-3-quinolinonc 
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(Compound 403); and (/2/S)-5-Buty 1- 1 ^Kiihydro-2^ t 4,9Hetramelhy ]-5//-chromcno[3,4- 
/Iquinolinc (Compound 457). 

Representative AR modulator compounds (Le., agonists and antagonists) according 
to the present invention include: t 9 2-Dihydit>-2^ 9 4-trin^thyl^methoxymethyl-8- 
pyranono[5,6-£}quinoline (Compound 237); 1 ,2-Dihydro-2,2 Atrimethyl-6-trifluoromethyl- 
8-pyranono[5,6-g}quinoline (Compound 238); l,2-Dihydro-2 t 2,4-trimethyI-10- 
isocoumarino[4,3-g]quinoline (Compound 239); 1 ,2-Dihy dro-2,2,4-tri methyl- 10- 
isoquinolono[43-^]quinoline(Compound 240); l t 2-E>ihydro-2 t 2,4,6-tetramethyl-8- 
pyridono[5,6-g]quinoline (Compound 241); l^-Dihydro-IO-hydroxy-2 v 2,4-trimethyi-IO^- 
isochromeno[43-£]quinoline (Compound 242); 1, 2-Dihydro-2,2,4,6-tetramethyl-8H- 
pyrano[3,2-£]quino]ine (Compound 243); (/VS)-1^3ATetrahydro-2A4-trimethyI-10- 
isoquinolono[43~£]quinoline (Compound 244); l^-Dihydro-2^,4-trimethyl-10- 
thioisoquinolono[4,3-*]quinoline (Compound 245); (+)-l.Z3»4-Tetrahydro-2^,4-trimcthyl- 
10-isoquinolono[43-g]quinoline (Compound 246); U2-Dihydro-2.2,4-trimelhyl-6- 
trifluoromethyl-8*pyridono[5 v 6-^]quinoline (Compound 247); (R/Sy 1 »23,4-Tetrahydro- 
2^ v 4-trimethyl-6-trifluoromethy]-8-pyranono[5 t 6-g]quinoline (Compound 250); 
Dihydn>-2^/l-trimethyl-6-trifluorom^ 

25 1 ); {RlSy 1 ,2 ,3,4-Tetrahydrc~2£,4~trimethy l-6-trifluoromethyl-8-thiopyranono[5 v 6* 
^]quinoline (Compound 252); 6-Chloro(difluoro)methyl-l^ihydro-2,2,4-trimethy]-8- 
pyranono[5,6-^]quinolinc (Compound 253); 9- Acetyl- 1 ,2-dihydn>-2,2,4-trimethyl-6- 
trifluoromethyl-8-pyridono[5,6-^]quinoline (Compound 254); l f 2-Dihydro-2^A10- 
tetramethyl-6-Uifluoromethyl-8-p3aidono[5 ? 6-^}quinoline (Compound 255); 1,2-Dihydro- 
2^,4-trimethyl-6-(U^,2^-pentaflu^ (Compound 256); 

(W5>6-Chloro(dinuon>)mefr^^ 

glquinoline (Compound 257); 7-Chloio-l t 2^ihydro-2^,4-trinKthyl-6-trinuoronKthyl-8- 
pyranono{5,6-g]quinoIine (Compound 258); (rt/S)-7-ailoro- 1 ^3.4-tetrahydro-2^ f 4- 
trirnethyl-^triflucTOmethyl-S-pyranonofS^^lquinoline (Compound 259); 1,2,3,4- 
Ten^ydro-2,2,4-trimethyl-6-trifluoromethy (Compound 260); 

1 ,2-Dihy dro-2^,4,9-tetramethy 1-6-trifluoromethy l-8-pyridono[5,6-g]qui noline (Compound 
261 ); 1 ^-Dihydro-2^,4-trimethyl-8-trifluoromelhyl -6-pyridono[5,6-g]quinoIine 
(Compound 262); 6-[DichlonKethoxy)methyl]-l£-dihyd 

$]quinoline (Compound 263); 5-(3-Furyl)-l^-dihydn>-2^ t 4-trimethyl-8-pyranono[5,6- 
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rfquinoline (Compound 264); 1 ,2-Dihydro- 1 ,2^,4-tctraincthyl-6-trifIuoromcthy 1-8- 
pyranono[5,6-g]quinoline (Compound 265); l,2-Dihydro-6-trifluoromcthyl-2 t 2,4-trimethy]- 
9-thiopyran-8-ono[5 t 6-$] quinoline (Compound 266); l>Dihydro-l t 2 t 2,4.9-pcntamcthyl-6- 
trifluoromclhyl.8-pyridono[5 t 6-g]quinoline (Compound 267); 7-Chloro-l^-dihydn>-2,2,4^ 
triinemy]-6^uon>memy]-8-p^ (Compound 268); and ^ 

Chloro(difluoro)memyl-1.2-d^ 

269); (R/Sy 1 £,3,4-Tetrahydn>- 1 »2^,4-tetramcthyI-6-trifluoromethy l-8-pyranono[5,6- 
Slquinoline (Compound 404); (/V^S^-FuiyJ^U^^tetrahydro-Z^^trimcthy!^- 
pyranono[5,6-$]quinoline (Compound 405); SKS-Fuiyl^l^^ihydix^l^^^tctramcthyNS- 
pyranono[5,6-£]quinoline (Compound 406); 5-(3-Fury!)-l^-dihydio-lJ2 f 2,4.tetramcthyN8- 
thiopyranono[5,6-^Jquinolinc (Compound 407); 6-Oiloro-5-(3-fury])-l,2-dihydro. 1,2.2,4- 
tetramethyl-8-pyranono[5,6-g]quinoline (Compound 408); U^,4-Tctrahydro-2^,4,10- 
tetramcmyl-6-trinuoromclhy|.8-pyridono[5,6-^}quinoIiiic (Compound 409); (R/S)- 1 9 2^A- 
Tea^ydro^mewyl-6^ (Compound 410); 1,2- 

Dtoydro-2,2^in^ (Compound 41 1); 

1^.4-Tetnmydro-2,2^iii^ 

412); 1.23.4-Tetrahydro^trifluoro^^ (Compound 4 1 3); 

(*/S)-4-EthyM J2£ Atetnmydro^trinuoronie^ (Compound 
414); (/VS>I,2.3,4-Tetrahydi^ (Compound 415); 

(/W)^EmyI-l^,3,4-tet^^ (Compound 416); 

2£-Diinemyl-l ,23,4-tet^^ (Compound 
4 1 7); (/^l .23.4-tetrahydro^^ 

quinolinonc (Compound 418); 5-Trifluoromcthy!-7-pyridono[5 t 6-e]indo!ine (Compound 
419); M4<fclorobenzoyl)-5-trifluoro^ (Compound 420); 

7-tert-Butyloxycaifcairo^ (Compound 421); 1,2,3,4- 

Tetrahydro^trinuorome^^ (Compound 422); l,2-Dihydro-6- 

trifluoromeroyl-l^^tetn^^ (Compound 423); 3,3- 

Dimemyl-5-trifluoroiTK5myI-7-pyridcmo[5 f 6-tfJindoline (Compound 424); (/TO)- 1,2.3,4- 
Telrahydro-4-memy]-6-(iri^^ (Compound 425); 

(R/S)- 1 .23,4-Tetrahydro^memyI-6K^ 
(Compound 426); 1£,2,-Trimemyl-1,23/Metrahydr^ 
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glquinoline (Compound 427); <R/Sh 1 ^^»4-Tcti^ydn>^Hin)pyl^trifluoromethyI-8- 
pyranono[5,6-g]quinoline (Compound 428); 1 A3 t 4-Tctrahydro-2,2,4^rimethyl-6- 
trifluoron^yl-9-thiopyran-8-ono[5,6-^Jquinolinc (Compound 429); l^-Dihydro-1,2^2,4- 
tetran^yI^trifluoromcthyl-9-thiopyran-8^o[5,6-g]quinoHnc (Compound 430); 1,2*3.4- 
5 Tctrahydro-1 ^^trimelhy1^trifluoromclhyl-8-pyridono[5,6-gJquinoline (Compound 43 1 ); 
l,2,3,4-Tetrahydro-l-methyl^propyl-6-tri^ 
(Compound 432); 1,2,3,4-Teti^ydro-lO-hydroxy methyl-^ 

8-pyridono[5,6-£]quinoline (Compound 433); l^^^Tctrahydro-l^^Atctramcthyl-a- 
trifluoromethyN9-thiopyran-8HMio[5 t 6-5]quinolinc (Compound 434); 1,2,3,4-Tetrahydro- 
10 2^,9'lrimethy1-^trifluoromethy]-8-pyridono(5,6-g]quinolinc (Compound 435); (R/S)- 
l,2,3,4-Tetrahydit>-3-methyl^trifluorometo^^ (Compound 
436); 1 ^3»4-Tetrahydro-33-dimcthyl-6-trifluoromcthy l-8-pyridono[5,6-£]quinoline 
(Compound 437); (/VS)l£3.4-Tetrahydro^ 

pyridono[5,6-g]quinoUne (Compound 438); (/J/S-2/,4«)-1^3,4-Tctrahydro-2,4-dimethyl-6- 
1 5 trifl uoromethy 1-8-py ridono [5 ,6-g]qui nol i nc (Compound 439); (rtAS-2 J,4n>4-Ethy1- 1 ,2,3,4- 
tctrahydro-2-mcthyl-6-trifluoromcthyl-8-pyranono[5 f 6-g]quinoline (Compound 440); (R/S- 
2l£u)~ 1 ,23 r 4-Tetrahydro-23^imethyI-6-t^ 
(Compound 441); (/tfS-2/,3/H.23.4-Teti^ydro-2,3^ 

pyridono[5,6-£]quinoline (Compound 442); (R/Sy 1,2,3 ,4-Tetrahydro-2,3,3-trimethy 1-6- 
20 tri fluoromcthy 1 -8-py ridono[5 ,6-g]qui nol inc (Compound 443); (R/5y 1 ,2,3.4-Tetrahy dro-2- 
methyl-6-trifluoromelhyl-8-pyridono[5,6-g]quinoline (Compound 444); (/Z/5)-4-Ethyi- 
l,23,4-tetrahydiXH6-triflucm3me^ (Compound 445); (R/S-21, 

3«> 1 A3,4-Tctrahydro-2399-trifi»thyl-6-trifluoionicthy l-8-pyridono[5,6-£]quinoline 
(Compound 446); (/tfSH»2J,4~Tetrahydn>-4-pro 
25 g]qui nolinc (Compound 447); (tf/S)-3-Ethyl- 1 A3 f 4-tetrahydn>-2,2-din«hyl-6. 

trifluoromethyi-8-pyridono[5,6-g]quinoline (Compound 448); (/V5)-1^3,4-Tctrahydn>-2^- 
dimethyl-6-trinuoromcthy]-3-propyl-8-pyridono(5,6-g]quinolinc (Compound 449); and 1- 
Methyl-5-trifluoromcthy l-7-pyridono[5,6-y]indolinc (Compound 450). 

Compounds of the present invention, comprising classes of quinoline compounds 
30 and their derivatives, that can be obtained by routine chemical synthesis by those skilled in 
the art, e.g., by modification of the quinoline compounds disclosed or by a total synthesis 
approach. 
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The sequence of steps for several general schemes to synthesize the compounds of 
the present invention are shown below. In each of the Schemes the R groups (e.g., R 1 . R 2 , 
etc...) correspond to the specific substitution patterns noted in the Examples. However, it 
will be understood by those skilled in the an that other functionalities disclosed herein at the 
5 indicated positions of compounds of formulas I throught XVm also comprise potential 
substituents for the analogous positions on the structures within the Schemes. 
Scheme I 




The process of Scheme I begins with the nitration of an arene (structure 1) with, for 
example, nitric acid in combination with sulfuric acid. The nitro compound (structure 2) is 
then reduced to the corresponding aniline (structure 3) with, for example, hydrogen over a 
metal catalyst such as palladium on carbon. The aniline is converted to a 1 ,2-dihydro-2,2,4- 

1 5 trimethylquinoline (structure 4) by treatment with acetone and a catalyst in a process known 
as the Skraup reaction. Sge R.H.F. Manske and M. Kulka, The Skraup Synthesis of 
Quinolines\ Organic Reactions 1953, 7, 59, the disclosure of which is herein incorporated 
by reference. The catalyst may be an acid, such as p-toluenesulfonic acid, hydrochloric acid, 
sulfuric acid, or trifluoroacetic acid, or preferably the catalyst may be iodine. The 

20 dihydroquinoline may be reduced with, for example, hydrogen catalyzed by a metal catalyst 
such as palladium on carbon, to afford a lA3.4-tetrahydro-2^,4-trimethylquinoline 
(structure 5). Note that many nitro compounds (structure 2) and anilines (structure 3) are 
commercially available, and the synthesis of compound of structure 4 would thus start with 
the commercially available material. 

25 Scheme O 



WO 96/19458 



PCT/US95/16096 



46 




The process of Scheme II begins with the conversion of 4-bromoaniline (Compound 
5 6) to 6~bromo- 1 ^ihydio-2^,4-trimethylquinoline (Compound 7) by treatment with 

acetone and a catalyst as described above (the Stamp reaction). The aniline nitrogen is then 
protected. For example, protection as the /-butyl carbamate requires deprotonation with a 
strong base, for example, n-butyllithium, followed by reaction with di-r-butyldicaibonate to 
afford the protected quinoline (Compound 8). The bromine of Compound 8 is then replaced 
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with lithium by a lithium-halogen exchange reaction with an alkyllithium, for example, f- 
butyllithium. The organolithium intermediate is then allowed to react with a trialkylborate 
such as trimethylborate to afford, after mild acid hydrolysis, the boronic acid (Compound 9). 
Treatment of Compound 9 with an aryl, heteroaryl, or vinylbromide compound in the 
5 presence of a catalytic amount of a palladium species, for example, 

tetrakis(triphenylphosphine) palladium, and aqueous base affords a 6-substituted quinoline 
(structure 10), via a so-called Suzuki crossed-coupling. S^ A. Suzuki, -Synthetic Studies 
via the Cross-Coupling Reaction of Organoboron Derivatives with Organic Halides", Pure 
AppL Chem. 1991, 63, 419, the disclosure of which is herein incorporated by reference. 
10 Deprotection of a compound of structure 10 with acid, for example, trifluoroacetic acid 
affords the 6-substituted-l,2-dihydro-2,2,4-trimethyIquinoline (structure 4). 

Alternatively, the C(4) methyl group of a compound of structure 10 may be oxidized 
with, for example, selenium dioxide to afford the 4-(hydroxymethyl)quino!ine (structure 
11), which may in turn be converted to the corresponding bromo compound (structure 12), 
15 for example with triphenylphosphine and carbon tetrachloride. The bromine atom of a 
compound of structure 12 may be replaced with an alkyl, aryl, or heteroaryl group by 
treatment with the corresponding organomagnesium compound in the presence of a copper 
salt such as copperO) iodide. Removal of the protecting group with acid, for example, 
trifluoroacetic acid affords the 4,6^isubstituted-l^-dihydro-2,2,-dimethylquinoline 
20 (structure 13). 
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Scheme ID 




5 The process of Scheme III involves the direct coupling of Compound 8 with an 

organoboron species, for example pheny I boron ic acid, in the presence of a palladium 
catalyst such as tetrakis(triphenylphosphine)palladium and a base such as potassium 
carbonate. The coupled product (structure 10) is then deprotected with acid, for example, 
trifluoracetic acid, to afford the dihydroquinoline 4. 



Scheme IV 




15 



The process of Scheme IV begins with a polycyclic aromatic nitro compound 
(structure 14) and is similar to the conversion of compounds of structure 2 to compounds of 
structure 4 (Scheme I). Thus, reduction of the nitro group with, for example, hydrogen over 
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a metal catalyst such as palladium on carbon, followed by cyclization with acetone in the 
presence of a catalyst such as iodine affords two regioisomeric dihydroquinolines (structures 
16 and 17). 

Scheme V 




18 122 



The process of Scheme V involves the reduction of an ester such as Compound 18 to 
the corresponding methyl alcohol (Compound 122) with a metal hydride reagent, for 
example, diisobutylaluminum hydride or lithium aluminum hydride. 

Scheme VI 




19 20 



The process of Scheme VI involves the reduction of the fluorenone (structure 19) to 
a fluorenol (structure 20) with a reducing agent, for example a metal hydride such as 
diisobutylaluminum hydride, sodium borohydride, or lithium aluminum hydride.. 
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Scheme VII 




57% HI, P(red) 
CH 3 C0 2 H 




27 

The process of Scheme VII involves the preparation of a fluorene from acyclic 
5 precursors. The process of Scheme VII begins with the copper-mediated coupling of 
methyl-2-brorno-5-fluorobenzoate (Compound 21) with 2-fluoroiodobenzene (Compound 
22) with, for example, copper powder at elevated temperatures, a process known as an 
Ullman coupling reaction. 3^ M. Sainsbury, "Modern Methods of Aryl-Aryl Bond 
Formation", Tetrahedron 1980, 56, 3327, the disclosure of which is herein incorporated by 
10 reference. Hydrolysis of the methyl ester with base, for example, potassium hydroxide, 
affords the corresponding 2-biphenylcarboxylic acid (Compound 23). Intramolecular 
Freidel-Crafts acylation of the corresponding mixed anhydride, prepared by treatment of 
Compound 23 with, for example, thionyl chloride followed by a strong acid such as 
trifluorornethanesulfonic acid (See B. Hulin and M. Koreeda, M A Convenient, Mild Method 
15 for the Cyclization of 3- and 4-Arylalkanoic Acids via Their Trifluorornethanesulfonic 
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Anhydride Derivatives", L Org. Chem. 1984, 49, 207, the disclosure of which is herein 
incorporated by reference), affords 2,5-difluorofIuorenone (Compound 24). Nitration of 
Compound 24 with, for example, concentrated nitric acid affords 4,7-difluoro-2- 
nitrofluorenone (Compound 25). Reduction of Compound 25 with, for example, hydrogen 
5 over a metal catalyst such as palladium on carbon, affords the corresponding aniline 

(Compound 26). Conversion to the dihydroquinoline with acetone and a catalyst such as 
iodine, followed by reduction of the ketone with a reducing agent such as 
diisobuty laluminum hydride, affords Compound 132. 

10 Alternatively, the ketone functionality of Compound 26 may be exhaustively 

reduced to the methylene compound (Compound 27) with, for example, hydroiodic acid, red 
phosphorous, and acetic acid. Seg M J. Namkung. T.L. Fletcher and W.H. Wetzel, 
"Derivatives of Fluorcne. XX. Ftuorofluorenes. V. New Difluoro-2-acetamidofhiorenes 
for the Study of Carcinogenic Mechanisms", J. Med. Chem. 1965, 8, 551, the disclosure of 

1 5 which is herein incorporated by reference. 

Scheme VIII 




The process of Scheme VIII involves the alkylation of N(5) of an indolo[2,3- 
yjquinoline (structure 28) by deprotonation with a strong base, for example, sodium hydride, 
followed by alkylation with an alkylating agent such as todomethane. 





5 The process of Scheme IX begins with the nitration of 2-biphenylcarboxy lie acid 

with, for example, concentrated nitric acid, to afford a mixture of nitro compounds, 
including 4,2'-dinitro-2-bipheny lcarboxylic acid. The crude material is heated to 1 50- 1 70°C 
in a high-boiling solvent such as dimethylacetamide to effect cyclization of 4,2'-dinitro-2- 
bipheny lcarboxylic acid to the corresponding benzocoumarin. See G.I. Migachev, 

10 "Investigations in the Series of Ortho-Substituted Bi-phenyls. I. Nitration of 2- 

Biphenylcarboxylic Acid and the Chemical Properties of its Nitro Derivatives", 7K 
Organich. Khim. 1979, 75, 567, the disclosure of which is herein incorporated by reference. 
Reduction of the nitro group with, for example, hydrogen over a metal catalyst, affords 
Compound 31. Treatment of Compound 31 with acetone in the presence of a catalyst, for 

15 example, iodine, affords Compound 159. The addition of an organometallic reagent, such 
as an organolithium or organornagnesium reagent, to Compound 159, affords an 
intermediate which may be reduced by a trialkylsilane, such as triethylsilane, in the presence 
of a strong protic acid such as trifluoroacetic acid or a Lewis acid such as boron trifluoride. 
One or both of two regioisomeric products, structures 32 and 33, are thus obtained. 
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Scheme X 




The process of Scheme X involves the reduction of a dihydroquinoline (structure 32) 
to a mixture of two diastereomeric 1 A3,4-tetrahydroquinolines (structures 34 and 35) with, 
for example, hydrogen over a metaJ catalyst such as palladium on carbon. 



[rest of page left purposely blank] 
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40 
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41 
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3 2) BF 3 -Et 2 O t Et 3 SiH 




5 The process of Scheme XI involves the preparation of benzocoumarins from acyclic 

precursors. Thus, an ortho-bromoanisole (structure 36) is lithiated with an alkyllithium, for 
example, n-butyllithium, and allowed to react with a trialkylborate such as trimethylborate. 
Hydrolysis of the intermediate with acid, for example, dilute hydrochloric acid, affords the 
corresponding boronic acid (structure 37). Palladium-catalyzed coupling of a 2- 

10 methoxyphenylboronic acid (structure 37) with methyl 2-bromo-5-nitrobenzoate 

(Compound 38) with a palladium catalyst such as tetrakis(triphenylphosphine)palIadium and 
an aqueous base such as aqueous potassium carbonate, affords the bi phenyl carboxylate 
(structure 39). Hydrolysis of the ester with base, for example, potassium hydroxide, is 
followed by conversion of the acid to the acid chloride with, for example, thionyl chloride. 

15 Intramolecular acy lation is then effected by a Lewis acid such as aluminum trichloride. 
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Reduction of the nitro group with, for example, hydrogen over a metaJ catalyst, affords the 
desired aniline (structure 40). Treatment of compounds of structure 40 with acetone and a 
catalyst such as iodine affords the dihydroquinoline (structure 41). The addition of an 
organometaJlic reagent, for example an organolithium or oiganomagnesium reagent, to a 
5 compound of structure 41, followed by treatment of the intermediate with a strong piotic or 
Lewis acid and a trialky Isilane, for example, boron trifluoride and triethylsilane, affords a 
compound of structure 42. 

Scheme XII 

10 



The process of Scheme XII is an alternative synthesis of compounds of structure 40. 
Thus, direct coupling of a 2-methoxyphenylboronic acid (structure 37) with 2-bromo-5- 

15 nitrobenzoic acid (Compound 43) affords the biphenylcarboxylic acid (structure 44). 

Treatment of a compound of structure 44 with, for example, thionyl chloride, followed by 
the addition of a Lewis acid, for example aluminum trichloride, and reduction with, for 
example hydrogen over palladium on carbon, affords compounds of structure 40. 
Compounds of structure 40 may be converted to compounds of structure 42 as described in 

20 Scheme XI. 




37 



43 




40 




5 The process of Scheme XIII involves the addition of an organometallic reagent, for 

example an organomagnesium or organolithium reagent, to a compound of structure 41. 
Dehydration of the intermediate thus derived may be catalyzed by an acid, for example, 
pora-toluenesulphonic acid, to afford compounds of structure 45. 

10 Scheme XIV 




47 
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The process of Scheme XTV involves the reduction of a compound of structure 41 
with a metal hydride, for example, diisobutylaluminum hydride, to afford a compound of 
structure 46. Treatment of a compound of structure 46 with an alcohol such as methanol or 
a thiol such as propanethiol in the presence of an acid such as /Mzra-toJuenesulphonic acid 
5 affords a compound of structure 47 (X= O or S). Treatment of a ketal of structure 47 (X=0) 
with an allyl silane and a Lewis acid such as trimethylsilyl trifluoromethanesulfonate affords 
a compound of structure 48. 

Scheme XV 
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The process of Scheme XV begins with the protection of the nitrogen atom of a 
compound of structure 42, which involves deprotonation with a strong base, for example, n- 
butyllithium, followed by reaction with an anhydride, for example, dwerf-butyl dicarbonate. 
Hydroboration of a compound of structure 49 with a borane species, for example, borane- 

5 tetrahydrofuran, followed by an oxidative work-up using, for example, basic hydrogen 
peroxide, affords a mixture of two diastereomeric 3-hydroxyltetrahydroquinoIines 
(structures 50 and 51). Separation of the isomers followed by oxidation with typical 
oxidant, for example, pyridinium chlorochromate, and deprotection with a strong acid, for 
example, trifluoroacetic acid, affords compounds of structures 52 and 53. 

10 Alternatively, a compound of structure 50 or 51 may be oxidized with, for example, 

pyridinium chlorochromate, deprotonated at the C(4) position with a strong base such as 
sodium hydride, and alkylated with an alkylating agent such as iodomethane. Deprotection 
with strong acid, for example, trifluoroacetic acid then affords a compound of structure 54. 

15 
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The process of Scheme XVI begins with the reduction of a nitro aromatic compound 
5 of structure 55 with, for example, hydrogen over a metal catalyst such as palladium on 
carbon. Treatment of an aniline of structure 56 with acetone and a catalyst such as iodine 
affords a compound of structure 57. A compound of structure 57 may be converted to the 
corresponding thio-compound (structure 58) by treatment with Lawesson's reagent [2,4- 
bis(4-methoxyphenylM,3Kiithia-2^ gee B.S. Pedersen, S. 

10 Scheibye, K. Clausen and S.O. Lawesson, "Studies on Organophosphonis Compounds. 
XXII. The Dimer of p-Methoxyphenylthionophos-phine sulfide as Thiation Reagent. A 
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New Route to (^-Substituted Thioesters and Dithioesters", Bull. Soc. Chinu Belg. 1978, 87, 
293, the disclosure of which is herein incorporated by reference. 

Alternatively. N(9) of a compound of structure 57 (Y=N) may be alkylated by 
deprotonation with a strong base, for example, sodium hydride, followed by alkylation with 
5 an alkylating agent such as iodome thane. 

Alternatively, N(l) of a compound of structure 57 (Y=0) may be alkylated by 
deprotonation with a strong base, for example, sodium hydride, followed by alkylation with 
an alkylating agent, for example, iodomethane, to afford a compound of structure 60. In 
addition, N( I ) of a compound of structure 57 (Y=0) may be alkylated by treatment with an 
10 aldehyde or paraformaldehyde in the presence of sodium cyanoborohydride and acetic acid. 
See R.O. Hutchins and N.R. Natale, "Cyanoborohydride. Utility and Applications in 
Organic Synthesis. A Review", Org. Prep. ProcedL InU 1979, 77, 201, the disclosure of 
which is herein incorporated by reference. 

Alternatively, the C(8) ester group of a compound of structure 57 (Y=0) may be 
15 reduced with a metal hydride, for example, diisobutylaluminum hydride, to afford one or 
both of two compounds (structures 61 and 62). 

Alternatively, the C(3)-C(4) olefin of a compound of structure 57 may be reduced 
with, for example, hydrogen over a metal catalyst such as palladium on carbon, to afford the 
1,23,4-tetrahydroquinoline (structure 63). 

20 
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Scheme XVII 




71 



The process of Scheme XVII begins with the acylation of a 3-nitrophenol (structure 
64, Y=0) or 3-nitroaniline (structure 64, Y=NH) with an acylating agent, for example, di- 
tert-butyl dicarbonate or trimethylacetyl chloride, to afford a compound of structure 65. 
Reduction of the nitro group with, for example, hydrogen over a metal catalyst such as 
palladium on carbon, affords the corresponding aniline (structure 66). Treatment of a 
compound of structure 66 with acetone and a catalyst such as iodine affords a compound of 
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structure 67. De protection by either acid or base, followed by treatment of the 
corresponding aniline or phenol with a fMceto ester (structure 68) in the presence of a Lewis 
acid such as zinc chloride, affords one or more of four compounds (structures 57, 69, 70, 
and 71). The cyclization of a phenol as described above is known as a Pechmann reaction. 
5 See S. Sethna and R. Phadke, The Pechmann Reaction", Organic Reactions 1953, 7, 1 v the 
disclosure of which is herein incorporated by reference. The cyclization of an aniline as 
described above is known as a Knorr cylization. See G. Jones, "Pyridines and their Benzo 
Derivatives: (v) Synthesis". In Comprehensive Heterocyclic Chemistry. Katritzky, A. R.; 
Rees, C. W., eds. Pergamon, New York, 1984. Vol. 2, chap. 2.08, pp 421-426, the 
10 disclosure of which is herein incorporated by reference. A compound of structure 69 may 
be converted to a compound of structure 57 by treatment with an acid, for example, para- 
toluenesulphonic acid. In addition, a compound of structure 71 may be converted to a 
compound of structure 57 by treatfnent with, for example, para-chlorophenoL 

15 
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Scheme XVIII 




The process of Scheme XVIII begins with the reduction of a compound of strut 
67 with, for example, hydrogen over a metal catalyst such as palladium on carbon.. 
Deprotection by either acid or base, followed by treatment of the corresponding aniline 
phenol with a p-keto ester (structure 68) in the presence of a Lewis acid such as zinc 
chloride, as described above in Scheme XVII, affords one or more of four compounds 
(structures 63, 73, 74, and 75). 
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Scheme XK 




The process of Scheme XIX involves the conversion of a compound of structure 63 
to the corresponding thio-compound (structure 78) by treatment with Lawesson's reagent 
[2,4-bis(4-methoxyphenyl)- J ,3-dithia-2 t 4-diphosphetane-2,4-disulfide]. 

Scheme XX 




79 



The process of Scheme XX begins with a protected 6-aryM ,2-dihydro-2£,4- 
trimethy Iquinoline (structure 77), which can be prepared as described in Scheme II. 
Hydroboration of a compound of structure 77 with a borane species, for example, borane- 
tetrahydrofuran, followed by an oxidative work-up using, for example, basic hydrogen 
peroxide, affords a 3-hydroxyltetrahydroquinoltne (structure 78). Oxidation of the alcohol 
with a typical oxidant, for example pyridinium chlorochromate, and deprotection with a 
strong acid such as trifluoroacetic acid affords a compound of structure 79. 
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The process of Scheme XXI begins with a palladium-catalyzed cross-coupling 
reaction of an aryl boronic acid (a compound of structure 80) and a 4-bromoaniline (a 
compound of structure 81) using, for example, tctrakis(triphenylphosphine)pal)adium as the 
catalyst, to afford a substituted 4-aminobiphenyl (a compound of structure 82). A Skraup 
reaction using an alkyl methyl ketone, for example acetone or 2-butanone, affords a 
compound of structure 83. 
Scheme XXII 

Br-, , „ 
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The process of Scheme XXII begins with a Skraup reaction using 4-bromo-2- 
methylaniline (Compound 84) and acetone to afford Compound 85. A palladium-catalyzed 
cross-coupling reaction using, for example, tetrakis(triphenyjphosphine) palladium as the 
catalyst, between an aryl boron ic acid (a compound of structure 80) and Compound 85 
affords a compound of structure 86. 

Scheme XXIII 



The process of Scheme XXIII involves the reaction of an aminobenzocoumarin (a 
compound of structure 87) with a propargyl acetate in the presence of a copper salt, such as 
copper(I) chloride, to afford a compound of structure 88. Sa N. R. Easton and D. R. 
Cassady, "A Novel Synthesis of Quinolines and Dihydroquinolines.", /. Org. Chenu 1962, 
27 \ 4713, and N. R. Easton and G. F. Hennton, "Metal Catalyst Process for Converting a- 
Amino- Acetylenes to Dihydroquinoline", U. S. Patent 3,331,846 (1967), the disclosure of 
which is herein incorporated by reference. 




87 



88 



(R 9 = H) 
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The process of Scheme XXIV involves the preparation of benzocoumarins from acyclic 
precursors. Thus, an ortho-bromoanisole (structure 89) is lithiated with, for example, n- 
butyllithium and allowed to react with a trialkylborate such as trimethylborate. Hydrolysis 
of the intermediate with, for example, dilute hydrochloric acid affords the corresponding 
boronic acid (structure 90). Palladium-catalyzed coupling of a 2-methoxyphenylboronic 
acid (structure 90) with a methyl 2-bromo-5-nitrobenzoate (structure 91) with, for example, 
tetrakis(triphenylphosphine)palladium and potassium carbonate, affords the biphenyl 
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carboxylate (structure 92). Hydrolysis of the ester with, for example, potassium hydroxide, 
is followed by conversion of the acid to the acid chloride with, for example, thionyl 
chloride. Intramolecular Friedel-Crafts acylation is then effected by a Lewis acid such as 
aluminum trichloride. Reduction of the nitro group with, for example, hydrogen over 
5 palladium on carbon, affords the desired aniline (structure 87). Treatment of compounds of 
structure 87 with acetone and iodine affords the dihydroquinoline (structure 88). The 
reduction of a compound of structure 88 with, for example, diisobutylaluminum hydride, 
followed by treatment of the intermediate with, fen* example, boron trifluoride and 
triethylsilane, affords a compound of structure 93. 
10 Scheme XXV 




The process of Scheme XXV involves the reduction of a compound of structure 88 
1 5 with a reducing agent, for example, diisobutylaluminum hydride, to a compound of structure 
94. Conversion of the benzyl alcohol to a leaving group by treatment with, for example, 
thionyl chloride, in the presence of a base such as triethylamine, effects ring closure to a 
compound of structure 93. 
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1) tfCHjMgXorR'CHaU 



2) p-TSA. CH2CI 2 




The process of Scheme XXVI begins with the addition of an organolithium or 
organomagnesium reagent to a compound of structure 88, followed by treatment of the 
intermediate thus obtained with an acid such as/ww-toluenesulfonic acid, to afford a 
compound of structure 95. 
Scheme XXVII 

1)/)-BuU 

^3 2) /-BocfeO 
3) Qj 





TFA 




The process of Scheme XXVII begins with the protection of the nitrogen atom of a 
compound of structure 33 by treatment with a base, forexample /.-butyllithium. followed by 
the addition of an acyJating agent such as di-, m -bulyldicarbonate. Ozonolysis of the olefin 
affords a compound of structure 96. Subsequent removal of the protecting group with, for 
example, trifluoroacetic acid, affords a compound of structure 97. 




The process of Scheme XXVIII begins with the deprotonation of a compound of 
structure 96 with, for example, sodium hydride or lithium diisopropylamide, followed by the 
5 addition of an alkylating agent such as iodomethane, to afford a mono-alkylated product, or 
a mixture of mono- and di-alkylated products. Subsequent removal of the protecting group 
with, for example, trifluoroacetic acid, affords either one or both compounds of structures 
98 and 99. 
Scheme XXIX 
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The process of Scheme XXIX begins with the reduction of a compound of structure 
97 with, for example sodium borohydride, followed by dehydration of the resulting alcohol 
by treatment with an acid such as /Mzra-toluenesulfonic acid, to afford a compound of 
structure 1 A. The nitrogen atom of a compound of structure 1 A is then protected by 
5 treatment with a base, for example n-buty 11 ithium, followed by the addition of an acyiating 
agent such as di-fert-butyldicarbonate, to afford a compound of structure 2A. 
Hydroboration of a compound of structure 2A with a borane species, for example, borane- 
tetrahydrofuran, followed by an oxidative work-up using, for example, basic hydrogen 
peroxide, affords a 3-hydroxyltetrahydnxjuinoline. Oxidation of the alcohol with a typical 
1 0 oxidant, for example chromium dioxide, affords a compound of structure 3A, and 

deprotection with a strong acid such as trifluoroacetic acid affords a compound of structure 
4A. 

Scheme XXX 

1) o-BuLi 

*~ R 2 

2) f-BocfeO 

3) BH r THF 

4) HjOj 
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The process of Scheme XXX begins with the protection of the nitrogen atom of a 
compound of structure 41 by treatment with a base, for example n-buty llithiurru followed by 
the addition of an acylating agent such as di-terf-butyldicarbonate. Hydroboration with a 
borane species, for example, borane-tetrahydrofiiran, followed by an oxidative work-up 

5 using, for example, basic hydrogen peroxide, affords a 3-hydroxyltetrahydroquinoline of 
structure 5A. Oxidation of the alcohol with, for example, chromium trioxide, affords a 
compound of structure 6A. Removal of the protecting group with, for example, 
trifluoFoacetic acid, affords a compound of structure 7A. The addition of an organolithium 
or organomagnesium reagent to a compound of structure 7A, followed by dehydration of the 

1 0 intermediate hemiketal with, for example, para-toluenesulfonic acid, affords a compound of 
structure 8A. 
Scheme XXXI 




The process of Scheme XXXI begins with the addition of an organolithium or 
15 organomagnesium reagent to a compound of structure 7A, followed by reduction of the 

intermediate hemiketal with, for example, trifluoroacetic acid and triethylsilane. to afford a 
compound of structure 9A. 
Scheme XXXII 




WO 96/19458 



PCT/US95/16096 



73 



The process of Scheme XXXII begins with the addition of an organolithium or 
organomagnesium reagent to a compound of structure 6A, followed by reduction of the 
intermediate hemiketal with, for example, trifluoroacetic acid and triethyisilane, to afford a 
diastereomeric mixture of compounds of structures IOA and HA. 
Scheme XXXIII 
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The process of Scheme XXXIII begins with the protection of the nitrogen atom of a 
compound of structure 42 by treatment with a base, for example n-butyllithium, followed by 
the addition of an acylating agent such as di-ferr-butyldicarbonate. Hydroboration with a 
borane species, for example, borane-tetrahydrofuran, followed by an oxidative work-up 
5 using, for example, basic hydrogen peroxide, affords two diastereomeric 3- 

hydroxyltetrahydroquinolines of structures 13A and 14A. Independently, each diastereomer 
may be oxidized with, for example, chromium trioxide, to afford the 3- 
ketotetrahydroquinolines ISA and 16A, which may subsequently be deprotected with, for 
example, trifluroacetic acid, to afford compounds of structures 17A and 18A. 




19A 



The process of Scheme XXXTV begins with the addition of an organolithium or 
1 5 organomagnesium reagent to a compound of structure 6A. Deprotection of the nitrogen 
atom and dehydration of the hemiketal with, for example, trifluoroacetic acid, affords a 
compound of structure 19A. 

20 
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Scheme XXXV 




The process of Scheme XXXV begins with a Skraup reaction using Compound 20A 
and acetone to afford Compound 21A. The addition of an organolithium or 
organomagnesium reagent to a compound of structure 21A, followed by reduction of the 
intermediate hemiketai with, for example, trifluoroacetic acid and triethylsilane, affords a 
compound of structure 22A. Protection of the nitrogen atom of a compound of structure 
22A is accomplished by treatment with a base, for example n-buty llithium, followed by the 
addition of an acylating agent such as di-^rf-butyldicarbonate. Hydroboration with a borane 
species, for example, borane-tetrahydrofuran, followed by an oxidative work-up using, for 
example, basic hydrogen peroxide, affords a mixture of two diastereomeric 3- 
hydroxyltetrahydroquinolines, which is oxidized with, for example, chromium trioxide, to 
afford the 3-ketotetrahydroquinolines. The mixture of 3-ketotetrahydroquinolines may 
subsequently be deprotected with, for example, trifluroacetic acid, to afford compounds of 
structures 23A and 24A. 
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Scheme XXXVI 




5 

The process of Scheme XXXVI involves the alkylation of the oxygen atom of a 
compound of structure 13A or 14A. The addition of a base such as sodium hydride and an 
alkylating agent such as iodomethane, followed by deprotection of the nitrogen atom with, 
for example, trifluoroacetic acid, affords a compound of structure 25A (from a compound of 
1 0 structure 13A) or structure 26A (from a compound of structure 14A). 

Scheme XXXVII 




The process of Scheme XXXVII begins with the addition of an organolithium or 
organornagnesium reagent to a compound of structure 17A, followed by dehydration of 
tertiary alcohol with, for example, the Burgess reagent [(methoxycarbonylsulfamoyl)tri- 
ethylammonium hydroxide, inner salt], to afford a compound of structure 27A. 
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28A 



The process of Scheme XXXVID involves the alkylation of N( I ) of a compound of 
structure 63. which can be accomplished in one of two ways. Treatment of a compound of 
structure 63 with a base, such as sodium hydride, and an alkylating agent, such as benzyl 
bromide, affords a compound of structure 28A. Alternatively, treatment of a compound of 
structure 63 with an aldehyde, for example acetaldehyde or para-formaldehyde, in the 
presence of a reducing agent, for example sodium cyanoboro-hydride or sodium 
(triacetoxy)borohydride, affords a compound of structure 28A. 

Scheme XXXIX 



R 3 


CH 3 










R 1 


H CH 3 



base. R 5 CH 2 X 




The process of Scheme XXXIX involves the alkylation of N(l ) of a compound of 
structure 58. which can be accomplished in one of two ways. Treatment of a compound of 
structure 58 with a base, such as sodium hydride, and an alkylating agent, such as benzyl 
bromide, affords a compound of structure 29A. Alternatively, treatment of a compound of 
structure 58 with an aldehyde, for example acetaldehyde or para-formaldehyde, in the 
presence of a reducing agent, for example sodium cyanoboro-hydride or sodium 
(triacetoxy)borohydride, affords a compound of structure 29A. 
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Scheme XL 




5 The process of Scheme XL begins with reaction of a 3-methoxyaniline (a compound 

of structure 30 A) with an acrylic acid, for example, crotonic acid, followed by treatment 
with an acid such as polyphosphoric acid to afford a 4-quinolone. Protection of the nitrogen 
atom by treatment with a base, for example n-butyllithium, followed by the addition of an 
acylating agent such as di-ferf-butyldicarbonate, affords a compound of structure 31 A. 

10 Addition of an organomagnesium or organolithium reagent (R 4 = alky], aryl, etc.)* or a 

reducing agent such as sodium borohydride (R 4 = hydrogen), affords an alcohol. Reduction 
of the alcohol with, for example hydrogen over palladium cm carbon, followed by 
deprotection of the nitrogen atom, affords a compound of structure 32A. Demethy lation of 
the methyl ether with, for example, boron tribromide, followed by a Pechman cyclization 

1 5 with a ji-keto ester effected by, for example, zinc chloride, affords a compound of structure 
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33A. A compound of structure 33A may further be transformed to a compound of structure 
34A by alkylatton of the nitrogen atom, which can be accomplished in one of two ways. 
Treatment of a compound of structure 33A with a base, such as sodium hydride, and an 
alkylating agent, such as benzyl bromide, affords a compound of structure 34A. 
Alternatively, treatment of a compound of structure 33A with an aldehyde, for example 
acetaldehyde or paraformaldehyde, in the presence of a reducing agent, for example sodium 
cyanoborohydride or sodium (triacetoxy)borohydride, affords a compound of structure 34A. 
Scheme XU 




or R 8 CHO, NaCNBHj 



38A 



The process of Scheme XLI begins with the reaction of an aniline of structure 35A 
with a propargyl acetate in the presence of a copper salt such as copperd) chloride to afford 
a compound of structure 36A. Deprotection of the heteroatom with, for example ethanolic 
potassium hydroxide, followed by a Pechman cyclization (X - O or S) or Knorr cyclization 
(X = NH) with a 0-keto ester effected by. for example, zinc chloride, affords a compound of 
structure 37A. A compound of structure 37A may further be transformed to a compound of 
structure 38A by alkylation of the nitrogen atom, which can be accomplished in one of two 
ways. Treatment of a compound of structure 37A with a base, such as sodium hydride, and 
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an alkylating agent, such as benzyl bromide, affords a compound of structure 38 A. 
Alternatively, treatment of a compound of structure 37A with an aldehyde, for example 
acetaldehyde or paraformaldehyde, in the presence of a reducing agent, for example sodium 
cyanoborohydride or sodium (triacetoxy)borohydride, affords a compound of structure 38 A. 
5 Scheme XLII 




The process of Scheme XLII begins with the reduction of a compound of structure 
10 36A with, for example, hydrogen over palladium on carbon. Deprotection of the heteroatom 
with, for example ethanolic potassium hydroxide, followed by a Pechman cyclization (X = 
O or S) or Knorr cyclization (X = NH) with a 0-keto ester effected by, for example, zinc 
chloride, affords a compound of structure 39A. A compound of structure 39A may further 
be transformed to a compound of structure 40A by alkylation of the nitrogen atom, which 
1 5 can be accomplished in one of two ways. Treatment of a compound of structure 39A with a 
base, such as sodium hydride, and an alkylating agent, such as benzyl bromide, affords a 
compound of structure 40A. Alternatively, treatment of a compound of structure 39A with 
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an aldehyde, for example acetaldehyde or paraformaldehyde, in the presence of a reducing 
agent, for example sodium cyanoborohydride or sodium (triacetoxy)borohydride. affords a 
compound of structure 40 A. 
Scheme XLm 




The process of Scheme XLIII begins with 6-methoxy-I-tetralone (Compound 42A) 
which is treated with hydroxyzine hydrochloride to affoid the corresponding oxime. 
Compound 43A. A reductive Beckman rearrangement effected by, for example, lithium 
aluminum hydride, affords Compound 44A. Demethylation of the methyl ether with, for 
example, boron tribromide, followed by a Pechman cyclization with a 0-keto ester effected 
by. for example, zinc chloride, affords a compound of structure 45A. 
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The process of Scheme XLIV begins with the protection of both nitrogen atoms of a 
5 compound of structure 57 (Z=NH) by two sequential treatments with a base, for example n- 
butyllithium, followed by an acylating agent, for example di-terf~butyldicarbonate, to afford 
a compound of structure 46 A. Hydroboration with a borane species, for example, borane- 
tetrahydrofuran, followed by an oxidative work-up using, for example, basic hydrogen 
peroxide, affords a 3-hydroxyltetrahydroquinoline, which is oxidized with, for example, 
10 pyridinium chlorochromate, to afford the 3-ketotetrahydroquinoline. The 3-ketotetrahydro- 
quinoline may subsequently be deprotected with, for example, trifluroacetic acid, to afford a 
compound of structure 47A. 



15 
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60A 



The process of Scheme XLV begins with the reduction of 6-nitroindoIine 
5 (Compound 48A) with, for example, hydrogen over palladium on carbon. A Pechman 
cyclization with a p-keto ester effected by, for example, zinc chloride, affords a compound 
of structure 49A. A compound of structure 49A may further be transformed to a compound 
of structure 50A by acylation of the quinolone nitrogen atom, which may be effected by 
deprotonation with, for example, sodium hydride, followed by the addition of an acylating 
1 0 agent, such as 3-nitrobenzoyI chloride. 
Scheme XLVI 
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The process of Scheme XL VI begins with the nitration of a 1.2,3,4- 
tetrahydroquinoline (a compound of structure 51A) by the action of nitric acid in the 
presence of, for example, sulfuric acid. Reduction of the nitro group with, for example, 
hydrogen over palladium on carbon, affords a 7-amino- 1 ,2,3,4-tetrahydroquinoline of 
5 structure 52A. A Knorr cyclization with a (J-keto ester effected by, for example, zinc 
chloride, affords a compound of structure 53A. 

Scheme XL VII 



The process of Scheme XL VII begins with the alkylation of 2-bromo-5-nitroanitine 
(Compound 54A) which may be accomplished in one of two ways. Treatment of 
Compound 54A with a base such as sodium hydride and an allylating agent, for example, 1- 
bromo-3-methyl-2-butene, affords a compound of structure 55A. Alternatively, Compound 
15 54A may be treated with an a,P~unsaturated aldehyde, for example, cinnamaldehyde, in the 
presence of a reducing agent such as sodium triacetoxyborohydridc to afford a compound of 
structure 55A. A palladium-catalyzed cyclization reaction catalyzed by, for example, 
palladium(II) acetate, affords a compound of structure 56A. Reduction of the nitro group 






10 



WO 96/19458 



PCT/US95/16096 



85 

with, for example, hydrogen over palladium on carbon, affords the aniline, and a Knorr 
cyclization with a p-keto ester effected by, for example, zinc chloride, affords a compound 
of structure 57 A. 

5 Scheme XL Vn 
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The process of Scheme XL VIII begins with the reaction of an aniline (structure 
58 A) with an acrylic acid, for example crotonic acid, followed by a cyclization reaction 
mediated by, for example, polyphosphoric acid to afford a 4-quinolinone of structure 59A. 
The nitrogen atom is then protected by treatment with a base, for example n-butyllithium, 
5 followed by the addition of an acylating agent such as di~rm-butyldicarbonate. Addition of 
an organomagnesium or organolithium reagent (R 4 = alkyl, aryl, etc.), or a reducing agent 
such as sodium borohydride (R 4 = hydrogen), affords an alcohol. Reduction of the alcohol 
with, for example hydrogen over palladium on carbon, followed by deprotection of the 
nitrogen atom, affords a compound of structure 60 A. Nitration of a compound of structure 

10 60A by the action of nitric acid in the presence of, for example, sulfuric acid, followed by 
reduction of the nitro group with, for example, hydrogen over palladium on carbon, affords 
a 7-amino- 1 ,2^,4-tetrahydroquinoline of structure 61 A. A Knorr cyclization with a 0-keto 
ester effected by, for example, zinc chloride, affords a compound of structure 62A. A 
compound of structure 62A may be further transformed into a compound of structure 63A 

15 by alkylation of the nitrogen atom, which can be accomplished in one of two ways. 

Treatment of a compound of structure 62A with a base, such as sodium hydride, and an 
alkylating agent, such as benzyl bromide, affords a compound of structure 63A. 
Alternatively, treatment of a compound of structure 62A with an aldehyde, for example 
acetaldehyde or paraformaldehyde, in the presence of a reducing agent, for example sodium 

20 cyanoborohydride or sodium (triacetoxy)borohydride, affords a compound of structure 63A. 

Scheme XLIX 



R* R 1 R 5 
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64A 



65A 



The process of Scheme XLIX involves the reduction of a compound of structure 
64 A by treatment with, for example, triethylsilane in the presence of trifluoroacetic acid, to 
afford a compound of structure 65A. 
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Scheme L 
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The process of Scheme L involves the oxidation of benzyJic substituent of a 
compound of structure 66A by treatment with, for example, selenium dioxide, to afford a 
compound of structure 67A. 

10 Scheme LI 
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The process of Scheme LI begins with the reaction of an aniline (structure 58A) 
with an acrylic acid, for example crbtonic acid, followed by a cycltzation reaction mediated 
by, for example, polyphosphoric acid to afTord a 4-quinolinone. The nitrogen atom is then 
protected by treatment with a base, for example, 4-dimethylaminopyridine, followed by the 
addition of an acylating agent such as di-fm-butyldicarbonate to afford a compound of 
structure 68A. The 4-quinolone is then deprotonated with a base, for example, sodium 
hydride, and treated with an alkylating agent such as iodome thane, to afford a compound of 
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structure 69A. Addition of an organomagnesium or organolithium reagent (R 4 = alky], aryl, 
etc.)* or a reducing agent such as sodium borohydride (R 4 = hydrogen), affords an alcohol. 
Reduction of the alcohol with, for example hydrogen over palladium on carbon, followed by 
deprotection of the nitrogen atom, affords a compound of structure 60 A. Compounds of 
5 structure 60A may be transformed into compounds of structure 62A as described in Scheme 

XLvm. 

Scheme UI 




10 73A 74A 

The process of Scheme UI begins with the deprotonation of a compound of 
structure 69A with a base, for example, sodium hydride, and treatment with an alkylating 
agent such as iodomethane, to afford a compound of structure 70A. Addition of an 
1 5 organomagnesium or organolithium reagent (R 5 = alkyl, aryl, etc.), or a reducing agent such 
as sodium borohydride (R 5 = hydrogen), affords an alcohol. Reduction of the alcohol with, 
for example, hydrogen over palladium on carbon, followed by deprotection of the nitrogen 
atom, affords a compound of structure 71A. Nitration of a compound of structure 71A by 
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the action of nitric acid in the presence of, for example, sulfuric acid, followed by reduction 
of the nitro group with, for example, hydrogen over palladium on carbon, affords a 7-amino 
1 A3,4-tetrahydroquinoline of structure 72A. A Knorr cyclization with a fi-keto ester 
effected by, for example, zinc chloride, affords a compound of structure 73A. A compound 
5 of structure 73A may be further transformed into a compound of structure 74A by alkylation 
of the nitrogen atom, which can be accomplished in one of two ways. Treatment of a 
compound of structure 73A with a base, such as sodium hydride, and an alkylating agent, 
such as benzyl bromide, affords a compound of structure 74A. Alternatively, treatment of a 
compound of structure 73A with an aldehyde, for example acetaldehyde or 
10 paraformaldehyde, in the presence of a reducing agent, for example sodium 

cyanoborohydride or sodium (triacetoxy)borohydride, affords a compound of structure 74A. 



15 



[rest of page left purposely blank] 
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Scheme LID 




5 The process of Scheme UII begins with the reaction of an aniline (structure 58 A) 

with a propargyl acetate in the presence of a copper salt such as copper(I) chloride to afford 
a compound of structure 75A. The nitrogen atom is then protected by treatment with a base, 
for example 4-dimethylaminopyridine, followed by the addition of an acylating agent such 
as di-ferr-butyldicarbonate. Hydroborauon of the olefin with, for example, borane- 
10 tetrahydrofuran, followed by an oxidative work-up with, for example, basic hydrogen 
peroxide, affords the 4-hydroxytetrahydroquinoline, which may be oxidized with, for 
example, pyridinium chlorochromate, to afford a compound of structure 76A. A compound 
of structure 76A may then be deprotonated with a base, for example, sodium hydride, and 
treated with an alkylating agent such as iodomethane. Addition of an organomagnesium or 
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organolithium reagent (R 5 = alkyl, aryl, etc.), or a reducing agent such as sodium 
borohydride (R* = hydrogen), affords an alcohol. Reduction of the alcohol with, for 
example, hydrogen over palladium on carbon, followed by deprotection of the nitrogen 
atom, affords a compound of structure 77A. Nitration of a compound of structure 77A by 
5 the action of nitric acid in the presence of, for example, sulfuric acid, followed by reduction 
of the nitro group wilh, for example, hydrogen over palladium on carbon, affords 7-amino- 
1.23.4-tetrahydroquinolines of structure 78A. A Knorr cyclization with a P-keto ester 
effected by, for example, zinc chloride, affords a compound of structure 79 A. A compound 
of structure 79A may be further transformed into a compound of structure 80A by alkylation 

10 of the nitrogen atom, which can be accomplished in one of two ways. Treatment of a 

compound of structure 79A with a base, such as sodium hydride, and an alkylating agent, 
such as benzyl bromide, affords a compound of structure 80A. Alternatively, treatment of a 
compound of structure 79A with an aldehyde, for example acetaldehyde or 
paraformaldehyde, in the presence of a reducing agent, for example sodium 

1 5 cyanoborohydride or sodium (triacetoxy)borohydride, affords a compound of structure 80 A. 

Scheme LIV 




62A 81A 

20 



The process of Scheme LIV involves the deprotonation of a compound of structure 
62A with, for example, sodium hydride, followed by treatment with an alkylating agent such 
as iodomethane to afford a compound of structure 81A. 
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Scheme LV 




5 The process of Scheme LV involves the conversion of a compound of structure 82A 

into a compound of structure 83 A by alkylation of the nitrogen atom, which can be 
accomplished in one of two ways. Treatment of a compound of structure 82A with a base, 
such as sodium hydride, and an alkylating agent, such as benzyl bromide, affords a 
compound of structure 83A. Alternatively, treatment of a compound of structure 82A with 

10 an aldehyde, for example acetaldehyde or paraformaldehyde, in the presence of a reducing 
agent, for example sodium cyanoborohydride or sodium (triacetoxy)borohydride, affords a 
compound of structure 83A. 



Scheme L VI 



15 




The process of Scheme LV1 involves the deprotonation of a compound of structure 
53A with, for example, sodium hydride, followed by treatment with an alkylating agent such 
as iodomethane to afford a compound of structure 84 A. 
20 It will be understood by those skilled in the art that certain modifications can be 

made to the above-described methods that remain within the scope of the present invention. 

In a further aspect, the present invention provides several novel processes for the 
preparation of the compounds of the present invention. Each of these processes is illustrated 
in one or more of the Schemes shown above, and is described with particularity as follows. 



WO 96/19458 



PCT7US9V16096 



93 



10 



15 



Process 1 is depicted in Scheme II and begins with the conversion of a 4- 
bromoaniline (Compound 6) to 6-bromo-U-dihydro-2 t 2,4-trimethy]quinoIine (Compound 
7) by treatment with acetone (0.01 M to 10 M) and 0.01-100 mol% of one or more catalysts 
(for example, para-toluenesulfonic acid, sulfuric acid, hydrochloric acid, boron trifluoride 
etherate, magnesium sulfate, or iodine) at -20°C to 300°C. Additives that inhibit 
polymerization (for example, 4-tert-butylcatechol) can also be used in addition to the 
catalyses). The aniline nitrogen is then protected. For example, protection as the /-butyl 
carbamate requires treatment of a solution (typical solvents include toluene, ether, THF) of 
Compound 7 with a strong base (for example, n-butyllithium, sodium hydride, potassium 
hydride) at -100°C to 100°C, followed by reaction with di-r-butyldicarbonate at -100°C to 
100°C to afford the 6-substituted-1.2-dihydro N-l protected quinoline (Compound 8). The 
important steps of process 1 then begins when the halogen (e.g., bromine) of Compound 8 is 
replaced with either lithium by a lithium-halogen exchange reaction by treatment of a 
solution (typical solvents include toluene, ether, THF) of Compound 8 with an alkyllithium 
(for example, r-butyllithium, n-butyllithium) at -100°C to 100°C. or with a reactive metal(s), 
such as magnesium by treatment with magnesium metals (turnings or powder) or zinc, and 
either iodine or ethylene dibromide in an inert solvent (typical solvents include ether, THF, 
pentane) at -20°C to 200°C. The organolithium or organomagnesium intermediate is then 
allowed to react with a trialkylborate (for example, trimethylborate. triisopropylborate) at 
20 -100°C to 100°C. The organoborate intermediate is hydrolyzed with acid (for example, 
dilute aqueous hydrochloric acid or sulfuric acid) at -40°C to 100°C to afford the boronic 
acid (e.g., 6-boro-l,2-di hydro N-l protected quinoline: Compound 9). Alternatively, the 
organolithium or organomagnesium intermediate may be treated with an organotin species 
(for example, trirnethyltin chloride, tributyltin chloride, etc.) at -100°C to 200°C to afford a 
trialkyltin quinolinoyl compound, a species useful in the coupling processes described in 
J.K.Stillc et al„ "4-Methoxy-4 -nitrobipnenyl", Organic Syntheses 1992, 77, 97, and T.N. 
Mitchell. "Palladium-Catalyzed Reactions of Organotin Compounds" Synthesis 1992. 803, 
the disclosures of which are herein incorporated by reference. Treatment of a solution 
(typical solvents include toluene. DME, DMF) of Compound 9 with a coupling partner (an 
aryl. heteroaryi, or vinylbromide; an aryl, heteroaryl, or vinyliodide; or an aryl, heteroaryl. 
or vinyl triflate) in the presence of a catalytic amount of a palladium species [for example. 
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tetrakis(triphcnylphosphine)-palladiurn, allylpalladium chloride dimer, 
bis(triphcnylphosphine)palladium dichloride], and aqueous base (for example, sodium 
carbonate, potassium carbonate) at -40°C to 200°C affords a 6-substituted-l,2-dihydro N-l 
protected quinoline (structure 10). Deprotection of a compound of structure 10, for 
S example, with acid (for example, trifluoroacetic acid) at -80°C to 200°C, affords the 
corresponding 6-substituted-l,2-dihydroquinoIine (e.g., structure 4). 

Process 2 is depicted in Scheme III and involves the treatment of a solution 
(typical solvents include toluene, DME, DMF) of 6-halo- 1 ,2-dihydro N-l protected 
quinoline (Compound 8) with an organoboron species (for example, phenylboronic acid, 3- 

10 nitrophenylboronic acid) or an organotin species [such as tributylphenyl tin or trimethyl(4- 
methoxyphenyl) tin] in the presence of a coupling partner and a catalytic amount of a 
palladium species [for example, tetrakis (triphenylphosphine)palladium, allylpalladium 
chloride dimer, bis(triphenylphosphtne)palladium dichloride], and aqueous base (for 
example, sodium carbonate, potassium carbonate) at -40°C to 200°C to afford a 6- 

1 5 substituted- 1 ,2 -di hydro N- 1 protected quinoline (structure 10). Deprotection of a compound 
of structure 10 with acid (for example, trifluoroacetic acid) at -80°C to 200°C affords the 6- 
substituted- 1 ,2-dihydroquinoline (structure 4). 

Process 3 is depicted in Scheme XI and involves the preparation of benzocoumarins 
from acyclic precursors. Thus, an ortho-bromoanisole (structure 36) is lithiated with an 

20 alkyllithium (for example, /i-butyllithium, r-butyllithium) at -100°C to 80°C in an inert 
solvent (typical solvents include toluene, ether, THF), and allowed to react with a 
trialkylborate (for example, trimethylborate, tri i sopropy 1 borate) at -100°C to 100°C. 
Hydrolysis of the intermediate with acid (for example, dilute hydrochloric acid or sulfuric 
acid) at -40°C to 100°C, affords the corresponding 2-methoxyphenyl boronic acid (structure 

25 37). Alternatively, the organolithium or organo magnesium intermediate may be treated with 
a trialkyltin halide (for example, trimethyltin chloride, tributyltin chloride, etc.) at -100°C to 
200°C to afford a trialkyltin aryl compound, a species useful in the coupling processes 
described above in Process 1. The important steps of process 3 begin with the palladium- 
catalyzed coupling of a 2-methoxyphenyl boronic acid (structure 37) with a 2-halo-5- 

30 nitrobenzoic acid derivative (typical derivatives include the acid; any one of a number of 
esters, including methyl, ethyl, allyl, /-butyl, phenyl; or any one of a number of amides. 
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including dimethyl, methyl, diallyl, allyl, dibenzyl) with a palladium catalyst (for example, 
tetrakis(triphenylphosphine) palladium, allylpalladium chloride dimer, 
bis(uiphenylphosphine)palladium dichloride), and aqueous base (for example, sodium 
carbonate, potassium carbonate) at -40°C to 200°C affords the biaryl carboxylate (structure 
5 39). The product obtained from use of the acid as a coupling partner may be used directiy; 
alternatively, deprotection by hydrolysis of the ester or the amide is accomplished with 
aqueous base (for example, potassium hydroxide or sodium hydroxide) or aqueous acid (for 
example, trifluoroacetic acid, hydrochloric acid, sulfuric acid) at -60°C to 300°C The acid 
is converted to the acid chloride with, for example, thionyl chloride in an inert solvent 
1 0 (typical solvents include methylene dichloride, toluene, or 1 ,2^ichloroethane) at -80°C to 
300°C. Intramolecular cyclization (acylation) is then effected by treatment of a solution of 
the acid chloride in an inert solvent (typical solvents include methylene dichloride, toluene, 
or 1 ,2-dichIoroethane) with a Lewis acid (for example, aluminum trichloride, boron 
trifluoride) at -80°C to 300°C to yield the nitrobenzocoumarin. Reduction of the nitro group 
of the nitrobenzocoumarin with, for example, 1 -200 atmospheres of hydrogen over a metal 
catalyst (for example, Pd/C, PtC>2). affords the desired aminobenzocoumarin (structure 40). 
Treatment of compounds of structure 40 with acetone and a catalyst such as iodine affords 
the coumarino(3,4 T /]quinoline (structure 41), as described above in Process 1. The addition 
of an organometallic reagent, for example an organolithium or organomagnesium reagent, to 
a solution of a compound of structure 41 in an inert solvent at -100°C to 100°C affords an 
adduce This adduct may be reduced by treatment of a solution of the adduct in an inert 
solvent (such as dichloromethane or toluene) with a strong protic or Lewis acid and a 
trialkylsilane, (for example, boron trifluoride or trifluoroacetic acid and triethylsilane or 
methyldiphenylsilane) at -80°C to 200°C, to afford a 5//-chromeno[3,4-/Jquinoline 
25 (Compound of structure 42). 

Process 4 is depicted in Scheme XJII and involves the addition of an organometallic 
reagent, for example an organomagnesium or organolithium reagent, to a solution of a 
compound of structure 41 (i.e., a coumarino[3,4-/]quinoline) in an inert solvent (typical 
solvents include ether, THF, toluene) at -100°C to 100°C. Dehydration of the intermediate 
30 thus derived may be effect by treatment of a solution of the intermediate (typical solvents 
include in dichloromethane, ethanol, or toluene) with an acid (for example, para- 
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tolucncsuJphonic acid, methancsulphonic acid), to afford compounds of structure 45 (i.e., 
5//-chromeno[3,4-/]qumolines). 

Process 5 is depicted in Scheme XVII and begins with the acy lation of a 3-nitroaryl, 
e.g., a 3-nitrophertol (structure 64, Y=0), 3-nitroaniline (structure 64, Y=NH), or 3- 
5 nitrothiophenol (structure 64, Y=S), with an acy lating agent (for example, di-rm-butyl 
dicarbonate or tri methyl acetyl chloride), either with or without the addition of a base (for 
example, 4-dimethylaminopyridine, triethy lamine, pyridine) in an inert solvent (typical 
solvents include dichloromethane, THF, toluene) at -100°C to 200°C, to afford the 5- 
protected 3-nitroaryl compound of structure 65. Reduction of the nitro group with, for 

10 example, 1 -200 atmospheres of hydrogen over a metal catalyst (for example, Pd/C, PtC>2), 
affords the corresponding 5-protected 3-aminoaryl (structure 66). Treatment of a compound 
of structure 66 with acetone and a catalyst such as iodine and addition of a 1,2- 
dihydroquinoline affords the 5-protected 1,2-dihydroquinoIine compound of structure 67, as 
described above in Process 1. Deprotection, for example, by either acid (for example, 

1 5 hydrochloric acid, trifluoroacettc acid, sulfuric acid) or base (for example, sodium 

hydroxide) at -40°C to 300°C, followed by treatment of a solution (typical solvents include 
ethanol, toluene, methanol) of the corresponding aniline or phenol with a p-keto ester 
(structure 68) in the presence of a Lewis acid (for example, zinc chloride, boron trifluoride, 
aluminum trichloride) at -40°C to 300°C, affords one or more of the four linear tricyclic 1,2- 

20 dihydroquinoline compounds (structures 57, 69, 70, and 71). A compound of structure 69 
may be converted to a compound of structure 57 by treatment of a solution (typical solvents 
include toluene, dichloromethane) of a compound of structure 69 with an acid (for example, 
/xwYi-toluenesulphonic acid, hydrochloric acid) at -40°C to 300°C. In addition, a compound 
of structure 71 may be converted to a compound of structure 57 by treatment of a solution 

25 (typical solvents include toluene, dichloromethane) of a compound of structure 71 with, for 
example, para-chlorophenol. 

Process 6 is a modification of Process 5. Thus, a solution (typical solvents include 
ether, THF, toluene) of a 3-aminoaryl, preferably 3-amino thioaryl, is treated with a strong 
base (for example, sodium hydride, n-butyllithium) at -100°C to 100°C, followed by the 

30 addition of an acylating agent (typical acy lating agents include di-r-buty 1 dicarbonate, 

trimethylacetyl chloride, acetic anhydride) at -100°C to 200°C, to afford the corresponding 
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the corresponding 5-protected 3-aminoaryl compound of structure 66 (Y=S). The 
conversion of a compound of structure 66 (Y=S) to the linear tricyclic 1 .2-dihydroquino!ine 
compounds of structures 57, 69, 70 and 71 (Y=S) is accomplished as described above in 
Process 5. 

Process 7 is depicted in Scheme XLVI, and also is included as parts of Schemes 
XLVni, Ln, and LIII. Process 7 begins with the nitration of a 1.2,3,4-tetrahydroquinoline 
(for example, a compound of structure 51A in Scheme XLVI, or of structure 60A in 
Scheme XLVni, etc) with a nitrating agent. For example a mixture of sulfuric acid and 
nitric acid is added to a solution of the tetrahydroquinoline in sulfuric acid or sulfuric acid 
and a second, inert solvent such as nitromethane, at -80 °C to +40 °C. The nitro group of 
the resulting 7-nitio-l,2,3.4-tetrahydroquinoline is then reduced by hydrogenation over a 
metal catalyst (for example, Pd/C. PtOz) under 1-200 atmosperes of hydrogen, to afford the 
corresponding aniline (a compound of structure 52A in Scheme XLVI or of structure 72A 
in Scheme LII, for example). Treatment of a solution (typical solvents include ethanol, 
15 toluene, methanol) of the aniline with a b-keto ester (structure 68) in the presence of a Lewis 
acid (for example, zinc chloride, boron trifluoride. aluminum trichloride) at -40 °C to +300 
°C, affords the desired quinoiine. a compound of structure 53A in Scheme XLVI, or of 
structure 73A in Scheme LII, etc. 

In yet another aspect, the present invention provides novel intermediates useful in 
the preparation of the steroid modulator compounds of the present invention. The 
intermediates of the present invention are defined as those having the formulae: 
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(IV) 

wherein: 

Z is O, S, or NR 1 , where R l is hydrogen, R 2 C=O f R 2 C=S, R 3 000, R 3 SC=0, 
R 3 OC=S, R 3 SC=S or R 3 R 4 NC=0, where R* is hydrogen, a Cj - Ce alkyl or 

15 perfluoroalkyl, optionally substituted allyl or aryl methyl alkenyl, alkynyl, aryl or heteroaryl, 
and where R 3 and R 4 each independently are hydrogen, a C\ - C6 alkyl, optionally 
substituted allyl, arylmethyl, aryl or heteroaryl; 

R5 is hydrogen, R 2 C=O i R 2 C=S 1 R 3 OC=0. R 3 SOO, R 3 OC=S, R 3 SOS, or 
R 3 R 4 NOO, where R*, R 3 and R 4 have the same definitions as given above; 

20 R6 is hydrogen, a C I - C6 alkyl, optionally substituted allyl, aryl methyl, alkenyl, 

alkynyl, aryl, heteroaryl, R 3 0, HOCH2, R 3 OCH 2 , F, CI, Br, I, cyano, R 3 R 4 N or 
perfluoroalkyl, where R 3 and R 4 have the same definitions as given above; 
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R7 through R9 each independently are hydrogen, a Ci - C6 alkyl, ally! or optionally 
substituted allyl, arylmethyl, alkynyl, alkenyl, aryl. or heteroaryl, or 
R 8 and R» taken together form a three- to seven-membered carbocylic or heterocyclic ring; 

R 10 is hydrogen, a Cj - C6 alkyl, optionally substituted allyl, arylmethyl, aryl, or 

5 heteroaryl, R2c=0, r2c=S, r30C=O, R 3 SC=0, R3oC=S. R3sc=S or R 3 r4 NC =o, 
2 4 

where R through R have the same definitions as given above; 

RH and Rl2 each independently represent hydrogen, a C\ - C6 alkyl, optionally 
substituted allyl. aryl methyl, alkenyl, alkynyl, aryl, heteroaryl, R3o, HOCH2. R 3 OCH 2 , F. 
Q, Br, I. cyano, r3r4 N or perfluoroalkyl. where R 3 and R 4 have the same definitions as 
10 given above; 

R 13 is hydrogen, a Ci - C 6 alkyl, optionally substituted allyl, aryl methyl, alkenyl, 
alkynyl. aryl, heteroaryl. R3o, HOCH 2 , R3oCH 2 , R3r4 N , CF 2 CI. CF20R3 or 
perfluoroalkyl, where R 3 and R 4 have the same definitions as given above; 

R 14 is hydrogen, a Cj - Qs alkyl, optionally substituted allyl, aryl methyl, alkenyl. 
15 alkynyl, aryl. heteroaryl. r3 0 . HOCH 2 , R3oCH 2 . F, CI. Br, I, cyano, r3 R 4 N or 
perfluoroalkyl where R 3 and R 4 have the same definitions as given above; and 

RlS is F, Q, Br, I, B(ORl6) 2 , SnRl7 R 18 R 19 pr OSO2R20. where R«6 is hydro gen 
or a Ci - C6 alkyl. R" through Rl9 each independently represent a C\ - Q> alkyl. R2o or 
heteroaryl. R20 is a c , . q. ^ pernuoroalkyl, ^ w heteroarvU md r2 has ^ 
20 definition as given above. 

Representative intermediate compounds useful in the preparation of the steroid 
modulator compounds of the present invention include: 1. 2-Dihydro-2,2,4-trimethyl-5- 
coumarino[3.4-/]quinoline (Compound 159); 9-Fluoro-U-dihydro-2,2,4-trimethyl-5- 
coumarino[3,4-/Jquinoline (Compound 207); 8-Fluoro-l,2-dihydro-2A4-trimethyl-5- 
25 coumarino[3.4-J]quinoline (Compound 208); 9-Chloro- 1 ,2-dihydro-W,4-triroethyl-5- 
coumarino[3.4-/|quinoline (Compound 209); 8-Ethoxy-U-dihydro-2.2.4-trimethyl-6- 
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trifluoromethyl-8-pyrido[5,6-g]quinoIine (Compound 248); and l,2,6,7-Tetrahydro-6- 
hydroxy-2,2^trimethyl-6-trifluoromethyl-8^ (Compound 249). 

The compounds of the present invention also includes race mate, stereoisomers and 
mixtures of said compounds, including isotopicalJy-labeled and radio-labeled compounds. 
5 Such isomers can be isolated by standard resolution techniques, including fractional 
crystallization and chiral column chromatography. 

As noted above, any of the steroid modulator compounds of the present invention 
can be combined in a mixture with a pharmaceutical ly acceptable carrier to provide 
pharmaceutical compositions useful for treating the biological conditions or disorders noted 
10 herein in mammalian, and more preferably, in human patients. The particular carrier 

employed in these pharmaceutical compositions may take a wide variety of forms depending 
upon the type of administration desired, e.g., intravenous, oral, topical, suppository or 
parenteral. 

In preparing the compositions in oral liquid dosage forms (e.g., suspensions, elixirs 

1 5 and solutions), typical pharmaceutical media, such as water, glycols, oils, alcohols, flavoring 
agents, preservatives, coloring agents and the like can be employed. Similarly, when 
preparing oral solid dosage forms (e.g., powders, tablets and capsules), carriers such as 
starches, sugars, diluents, granulating agents, lubricants, binders, disintegrating agents and 
the like will be employed. Due to their ease of administration, tablets and capsules 

20 represent the most advantageous oral dosage form for the pharmaceutical compositions of 
the present invention. 

For parenteral administration, the carrier will typically comprise sterile water, 
although other ingredients that aid in solubility or serve as preservatives, may also be 
included. Furthermore, injectable suspensions may also be prepared, in which case 

25 appropriate liquid carriers, suspending agents and the like will be employed. 

For topical administration, the compounds of the present invention may be formulated 
using bland, moisturizing bases, such as ointments or creams. Examples of suitable ointment 
bases are petrolatum, petrolatum plus volatile silicones, lanolin, and water in oil emulsions such 
as Eucerin™ (Beiersdorf). Examples of suitable cream bases are Nivca™ Cream (Beiersdorf), 

30 cold cream (USP), Purpose Cream™ (Johnson & Johnson) hydrophilic ointment (USP), and 
Lubriderm™ (Warner-Lambert). 
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The pharmaceutical compositions and compounds of the present invention will 
generally be administered in the form of a dosage unit (e.g.. tablet, capsule etc.) at from 
about 1 Ug/kg of body weight to about 500 mg/kg of body weight, more preferably from 
about 10 Ug/kg to about 250 mg/kg, and most preferably from about 20 Ug/kg to about 100 
mg/kg. As recognized by those skilled in the art, the particular quantity of pharmaceutical 
composition according to the present invention administered to a patient will depend upon a 
number of factors, including, without limitation, the biological activity desired, the 
condition of the patient, and tolerance for the drag. 

The compounds of this invention also have utility when radio- or isotopically- 
labeled as ligands for use in assays to determine the presence of PR, AR, ER. GR or MR in 
a cell background or extract. They are particularly useful due to their ability to selectively 
activate progesterone and androgen receptors, and can therefore be used to determine the 
presence of such receptors in the presence of other steroid receptors or related intracellular 
receptors. 

Due to the selective specificity of the compounds of this invention for steroid 
receptors, these compounds can be used to purify samples of steroid receptors in vitro. Such 
purification can be carried out by mixing samples containing steroid receptors with one or 
more of the compounds of the present invention so that the compounds bind to the receptors 
of choice, and then separating out the bound ligand/reccptor combination by separation 
techniques which are known to those of skill in the art. These techniques include column 
separation, filtration, centrifugation, tagging and physical separation, and antibody 
complexing, among others. 

The compounds and pharmaceutical compositions of the present invention can 
advantageously be used in the treatment of the diseases and conditions described herein. In 
this regard, the compounds and compositions of the present invention will prove particularly 
useful as modulators of human fertility, and in the treatment of female and male sex steroid- 
dependent diseases and conditions such as hormone replacement therapy, dysfunctional 
uterine bleeding, endometriosis, leiomyomas, acne, male-pattern baldness, osteoporosis, 
prostatic hyperplasia and various hormone-dependent cancers, such as cancers of the breast, 
ovaries, endometrium and prostate. The GR and MR active compounds and compositions 
of the present invention will also prove useful as affectors of carbohydrate, protein and lipid 
metabolism, electrolyte and water balance, as well as modulators of the functions of the 
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cardiovascular, kidney, central nervous, immune, skeletal muscle and other organ and tissue 
systems. 

The compounds and pharmaceutical compositions of the present invention possess a 
number of advantages over previously identified steroidal and non-steroidal compounds. 

5 Furthermore, the compounds and pharmaceutical compositions of the present 

invention possess a number of advantages over previously identified steroid modulator 
compounds. For example, the compounds are extremely potent activators of PR and AR, 
preferably displaying 50% maximal activation of PR and/or AR at a concentration of less 
than 100 nM, more preferably at a concentration of less than 50 nM, more preferably yet at a 

10 concentration of less than 20 nM, and most preferably at a concentration of 10 nM or less. 
Also, the selective compounds of the present invention generally do not display undesired 
cross-reactivity with other steroid receptors, as is seen with the compound mifepristone 
(RU486; Roussel Uclaf). a known PR antagonist that displays an undesirable cross 
reactivity on GR and AR, thereby limiting its use in long-term, chronic administration. In 

15 addition, the compounds of the present invention, as small organic molecules, are easier to 
synthesize, provide greater stability and can be more easily administered in oral dosage 
forms than other known steroidal compounds. 

The invention will be further illustrated by reference to the following non-limiting 
Examples. 



20 
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EXAMPLE 1 

U^.^TetrahYtlro-a^^trimeUlvl-e-DhenvlauinoIine rrnmnonnd inn structure S nf 
Scheme I. where R*=nhenyl) 

In a flame-dried round bottom (r.b.) flask equipped with a magnetic stir bar was dissolved 
l^-dihydro-2,2,4-trimethyl-6-phenylquinoline (15 mg, 60 umol) and 10% Pd on C (10 mg) 
in anhydrous CH2CI2 (3 mL). The flask was repeatedly evacuated and filled with N2 to 
remove any residual O2 and then H2 gas was introduced. The solution was stirred at room 
temperature for 1 8 h, filtered though a Celite™ plug, and concentrated in vacuo to afford 
7.8 mg (52 %) of Compound 100 as an off white solid. Data for Compound 100: Rf = 0.71 
(silica gel, hexane/EtOAc, 3: 1). lH NMR (400 MHz, CDCI3): 7.53 (d, J = 4.0. 1 H), 7.47 
(m, 2 H). 7.35 (m, 2 H), 6.53 (d, J = 4.1, 1 H). 3.71 (bs. 1 H), 2.98 (m, 1 H), 1.79 (dd, J = 
4.0, 8.0. 1 H), 1.41 (d. J = 4.0. 3 H). 1.23 (d. J = 8.0, 6 H) 



EXAMPLE 2 

1.2-DihYdro.2^,4-trimethvl.6-(1.2.3-thiadiazol-S-vnqi i inoline ^Compound 101. stm^ .p. d 
of Scheme I. where R 1=2 r^thiaHi^yi) 

To a dry 250-mL r.b. flask equipped with a magnetic stirring bar and a water cooled reflux 
condenser was added 4-(1.2,3-thiadiazolyl)aniline (0.990 g, 5.59 mmol) along with a 
catalytic amount of I2 (»50 mg) dissolved in acetone (HPLC grade, 70 mL). The resulting 
red solution was heated at reflux with constant stirring for 60 h. The reaction was followed 
by TLC (hexane/EtOAc. 3: 1 . visualized by short wave UV, the product appearing as a bright 
blue spot). After cooling to room temperature (rt), Celite™ (2.0 g) was added and the 
mixture was concentrated under reduced pressure to give a free flowing powder which was 
purified by silica gel chromatography (70 g silica gel 60. 240 mesh, hexane/EtOAc. 5:1) to 
afford 258 mg (1 8%) of Compound 101 as a light yellow solid: Rf= 0.35 (hexane/ ethyl 
acetate. 3:1). Data for Compound 101: *H NMR (400 MHz. C0D6): 7.86 (d, J = 2.0. 1 
H). 7.70 (dd, / = 8.4. 2.1. 1 H). 7.34 (s. 1 H). 6.19 (d, / = 8.4, 1 H). 5.09 (s. 1 H), 3.29 (br 
s. 1 H). 1 .87 (d. / = 1 .2. 3 H). 1 .02 (s. 6 H). 
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EXAMPLE 3 

1.2^DihvdrD-2^.4-trimethvl>6>(1.3-oxazol-5-vl)QuinoHne (Compound 102, structure 4 of 
Scheme L where R^S-oxazolvH 

This compound was prepared using the procedure for EXAMPLE 2 from 4-( 1 ,3-oxazol-5- 
5 yl)aniline (460 mg, 287 mmol) to afford Compound 102 (299 mg f 1 .22 mmol, 43%) as a 
light brown solid: Rf= 0.23 (silica gel, hexane/EtOAc, 3:1). Data for Compound 102: *H 
NMR (400MHz, C6D6): 7.40 (d, J = 1.99, 1 H), 7.32 (s, 1 H), 7.26 (dd, J m 8.2, 2.0, 1 H), 
7.14(s, 1 H),6.10(d,y =8.4, 1 H),5.06(s, 1H), 3.23 (br s, 1 H), 1.79 (d,J « 1.2,3H), 
1.00 (s, 6 H). 

10 

EXAMPLE 4 

6-(4.5-Dichloroimidazol- 1 -vl V 1 .2-dihvdro-2 ^.4-trimethvlQuinoline (Compound 103. 
structure 4 of Scheme 1. where R W.5^ich1oroimidazo1-l-vn 
This compound was prepared using the procedure for EXAMPLE 2 from 4-(4,5- 
1 5 dichloroimidazol- 1 -y l)ani line ( 1 .0 g, 44 mmol) to afford Compound 103 (234 mg, 1 7%) as 
an off-white solid: Rf = 0.26 (silica gel, hexane/ethyl acetate, 3: 1 ). Data for Compound 
103: *H NMR (400 MHz, C6D6) 7.12 (s, 1 H), 6.66 (d, J = 2.3, 1 H), 6.44 (dd, J = 8.4, 
2.4, 1 H). 5.90 (d, J = 8.4, 1 H), 5.05 (s, 1 H), 3.20 ( br s, 1 H), 1 .66 (d, J = 1 .4, 3 H), 0.99 
(s, 6 H). 

20 

EXAMPLES 

6-(4-Bromc~l-methvlpvrazoN (Compound 104. 

structure 4 of Scheme 1. where R * =4-bromo- 1 -mcthvlpvrazol-3~vn 
This compound was prepared using the procedure of EXAMPLE 2 from 4-(4-bromo- 1 - 
25 methylpyrazol-3-yl)aniline (1 .0 g, 44 mmol) to afford Compound 104 (540 mg, 41 %) as an 
off-white solid. Data for Compound 104: Rf = 0.23 (silica gel, hexane/EtOAc, 3: 1 ). *H 
NMR (400 MHz, C6D6) 7.64 (s, 1 H), 7.01 (d, J = 1.8, 1 H), 6.90 (dd, J = 8.0, 1.8, 1 H), 
6.10 (d, J = 7.9, 1 H), 5.04 (s, I H), 3.37 (s, 3 H), 3.23 (br s, 1 H), 1.75 (d, J = 1.2, 3 H), 
0.99 (s,6H). 
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EXAMPLE 6 

j 1 ?-PjhYdro-2^,4-tripiethvl-6.(3. P vridvnQuinolin e (Co m pound MS , e'mcturf 4 nfSrho™., 
I.where Rl=3-Dvridvn 

3-(4-NitrophepYl)p Y ridine (structure 2. where R>=3-pvridvlv To a solution of H 2 S0 4 (6 
mL) cooled in an ice bath to 0°C was added 3-phenylpyridine (1.0 g. 6.4 mmol). The 
orange-red solution was vigorously stirred while HNO3 (1 mL) was slowly added dropwise 
to give a cloudy light yellow solution. After stirring at room temperature for 20 min the 
solution was carefully poured into a beaker filled with ice (200 g). The solution was 
neutralized with 20% NaOH to give a cloudy white suspension which was extracted with 
EtOAc (3 x 150 mL). The organic layers were combined, washed with brine (2 x 50 mL), 
dried (NaS04) and concentrated in vacuo to give the desired product (1 .2 g, 99%) as a light 
yellow solid. Data for 3-(4-nitrophenyI)pyridine: Rf = 0.47 (silica gel, methanol/CHCl 3 , 
5/95); *H NMR (400 MHz, acetone-d6) 8.99 (s, 1 H), 8.67 (s, I H). 8.37 (d, J = 7.0, 2 H). 
8. 1 8 (m, 1 H), 8.02 (d. J = 7.0, 2 H). 7.53 (m, 1 H). 

3-(4-Aminophenvl)p Y ridine (structure 3. wHmp R l=3-nvridv)V In a flame-dried r.b. flask 
equipped with a magnetic stirring bar was dissolved 3-(4-nitrophenyl)pyridine (131 mg, 
0.655 mmol) and 10% Pd on C (10 mg) in anhydrous CH 2 C1 2 (3 mL) was added. The flask 
was repeatedly evacuated and filled with N 2 to remove any residual 0 2 , and then H 2 gas 
was introduced. The solution was stirred at it for 18 h. filtered though a Celite™ plug and 
concentrated in vacuo to give the desired amine (105 mg, 95%) as an off-white solid. Data 
for 3-(4-aminophenyl)pyridine: Rf = 0. 1 7 (silica gel, methanol/CHCl3. 5/95); lH NMR 
(400 MHz, acetone-d6) 8.77 (d, J = 2.3, 1 H), 8.42 (dd, / = 6.4, 1 .6. 1 H). 7.88 (m, 1 H), 
7.41 (d, J = 8.5, 2 H), 7.33 (m. 1 H), 6.78 (d, J = 8.5, 2 H), 4.86 (br s, 2 H). 



l^-DihYdro-?,2 l 4-trimethYl-6-(3-nvridvlkiuinolin e fComnound T05, stmcmre a u,h» r 
R^-pYridvl): This compound was prepared using the procedure of EXAMPLE 2 from 3- 
(4-aminophenyl)pyridine (105 mg, 0.62 mmol) to afford Compound 105 (0.5 mg, 0.3%) as 
an off-white solid. Data for Compound 105. Rf = 0.44 (silica gel. hexane/EtOAc, 3:1); 
30 1 H NMR (400 MHz, CDCI3) 9. 13 (s, 1 H), 8.58 (d. J = 2.5. 1 H). 7.48 (m, 1 H). 7.36 (s. 1 
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H). 7.26 (s. 1 H), 6.96 (s, 1 H). 6.82 (m, 1 H). 6.26 (d,J = 4.0. 1 H). 5.12 (s, 1 H), 1.80 (s. 3 
H), 1.06 (s, 6 H). 



10 



15 



EXAMPLE 7 

6-<4-FluprprtienYlVl,2,-dihv(lrp.2.2.4-triniethv» 0 iiinoline <Cnmp n., n H 106 stn .rh,p . d n f 
Scheme II. where Rl=4-fluorophenvn 

6-Brofno-1.2-<lihvdro-2.2.4-trimethvlquinoline ( Compound 7>- A dry 500 mL r.b. flask 
equipped with a magnetic stir bar and a reflux condenser was charged with 4-bromoaniline 
(35.7g, 0.208 mol) and acetone (250 mL, Aldrich reagent grade). To this solution, 12 (2.637 
g, 0.05 equiv) was added turning the solution bright red. The mixture was heated to reflux 
with constant stirring for 4 days (approximately 90 hours). The reaction was monitored by 
TLC (20% ethyl acetate/methylene chloride; observed starting material and product under 
short wave UV). As judged by TLC, 50% of the starting material was consumed during the 
course of the reaction. The reaction mixture was cooled to room temperature and quenched 
with saturated Na 2 S 2 03 (200 mL). The aqueous mixture was partitioned into 2 phases 
using ethyl acetate (200 mL). The organic layer was rinsed with saturated Na 2 S 2 03 (3 x 75- 
100 mL) and brine (100 mL). The combined aqueous layers were extracted with ethyl 
acetate (100 mL). The organic layers were combined and dried over anhydrous sodium 
sulfate. The crude dark material was purified by flash chromatography (800 mL silica, 50% 
20 ethyl acetate/methylene chloride) followed by recrystallization of isolated quinoline 

(hexane) yielding 8.22 g (15%) of Compound 7 (white crystals). Data for Compound 7: 1h 
NMR (400 MHz, acetone-do) 7.06 (d, J = 2. 1H), 6.99 (dd, J = 8. 2. 1H), 6.42 (d, / = 8, 
1H). 5.36 (s, 1H), 5.28 (br s. 1H) 1.92 (d, J = 2, 3H), 1 .24 (s, 6H). 

25 fr3romo-l-tt,r-butvloxvcartx>nyH An 
oven dried 250 mL r.b. flask equipped with a magnetic stirrer and a nitrogen inlet was 
charged with Compound 7 (4.04 g, 16.0 mmol). The white crystals were dissolved in 40 mL 
THF. The clear solution was cooled to -78°C with constant stirring. A thermocouple was 
used to monitor the reaction temperature. n-Buty Hi thium ( 1 1 .2 mL, 1 6.8 mmol. 1.50 M) 

30 was added slowly by syringe over a period of 15 min (temperature maintained between - 
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70°C and -65°Q turning the reaction mixture bright yellow. The reaction was allowed to 
continue stining at -75°C for an additional 15 min. The reaction was wanned to 0°C and 
the di-rert-butyl-dicarbonate (3.846 g. 17.62 mmol) was added in one portion. NOTE: a 
significant exotherm was observed with the addition of the dicarbonate from 0°C to 12°C. 
5 The reaction was monitored by TLC as it wanned to rt (50% ethyl acetate/methylene 

chloride) (3-5 hours). The reaction mixture was quenched with 1 .0 M Na 2 S 2 C>3 (100 mL) 
and partitioned with ethyl acetate (100 mL). The organic layer was rinsed with 1.0 M 
Na 2 S 2 0 3 (2 x 50 mL) and brine (100 mL). The aqueous layers were combined and back 
extracted with methylene chloride (75 mL). The organic layers were combined and dried 
10 (Na 2 S0 4 ). the crude mixture was purified by flash chromatography (400 mL silica. 2% 
ethyl acetate/hexane) to provide Compound 8 (3.765 g. 66.7%) as an oil. Data for 
Compound 8: 1h NMR (400 MHz, acetone-d 6 ) 7.30 ppm (s, 1H), 7.28 (d, J = 8, 1H). 7. 11 
(d. J = 8. 1H), 5.60 (s, 1H), 2.00 (s, 3H), 1 .49 (s. 9H), 1 .48 (s, 6H). 

15 General Method 1 ; biaryl coupling of an arvl horonic acid with fc B nmiM.?^ ^^^ 
trimethYlquiPOline ( Compound 8)r A 25 mL recovery flask equipped with a magnetic stir 
bar was charged with Compound 8 (1 .0 equiv) in toluene (0. 1 M). 

Tetrakis(triphenylphosphine)palladium (0.03 equiv), boronic acid (R1b(OH) 2 ) (1.3 equiv, 
0.1 M in ethanol) and potassium carbonate (2.0 equiv. 2.0 M) were added to the reaction 

20 flask sequentially under a nitrogen atmosphere. A reflux condenser was fitted to the flask 
and the cloudy reddish solution was stirred rapidly and heated to reflux for about 4 h until 
the starting material had been completely consumed as judged by TLC (15% ethyl 
acetate/hexane). The product mixture was then cooled to room temperature and quenched 
with saturated NH4CI (4-5 mL). Ethyl acetate (5 mL) was used to partition the mixture. 

25 The organic layer was rinsed with saturated NH4CI (2x5 mL). The aqueous layers were 
extracted with ethyl acetate (5 mL). The organic layers were combined, dried (Na 2 S0 4 ). 
and purified as indicated. 
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6-(4-FluorophenvlVL2-dihvdro-2^.4-trimethvlquinoHne (Compound 106. structure 4, 
where R 1 =4-fluoroph€nv1): This compound was prepared according to General Method I 
from Compound 8 (1 19.3 mg, 0.472 mmol) and commercially available 4- 
fluorobenzeneboronic acid (84. 1 mg, 0.601 mmol, Lancaster). The product, Compound 
5 106 (5.0 mg, < 1 %), was isolated and purified by reverse phase HPLC (ODS, 80% 

methanol/water, 3.0 mL/min). Data for Compound 106: *H NMR (400 MHz, acetone-d6) 
7.57ppm(m,2H),7.27(d,7 = 2, 1H), 7.20 (dd,7 = 12, 2, 1H), 7.13 (dd. 7 '= 16,8,2H), 
6.57 (d, 7=8, 1H). 5.38 (s, 1H), 5.26 (br s, 1H), 2.03 (d, 7 m 1.6. 3H), 1 .28 (s, 6H). 

10 EXAMPLE 8 

l^Dihvdro^^trifluoromet hvlphenvn^^^trimethvlQuinoline (Compound 107. 
structure 4 of Scheme II. where Rl=3-trifluort>rnethvlphenvn 
This compound was prepared according to General Method 1 (EXAMPLE 7) from 
Compound 8 (100.0 mg, 0.396 mmol) and commercially available 3- 

15 trifluoromethylbenzeneboronic acid (97.8 mg, 0.515 mmol, Lancaster). Compound 107 (2.0 
mg, <1%) was isolated and purified by reverse phase high pressure liquid chromatography 
(HPLC) (ODS, 80% methanol/water, 3.0 mlVmin). Data for Compound 107: 1 HNMR 
(400 MHz, acetone-d6) 7.86 (d, 7=8, 1H), 7.85 (s, 1H), 7.60 (dd T 7 = 16, 8, 1H), 7.54 (d, 

7 = 8, 1H), 7.38 (d, 7=2, 1H), 7.32 (dd, 7 = 8, 2, 1H), 6.61 (d, 7 = 8, 1 H), 5.40 (s, 1H), 
20 5.40 (s, 1H), 2.78 (s, 3H), 1.30 (s, 6H). 

EXAMPLE 9 

1.2-Dihvdro-2.2.4-trimethvl-6-(4-nitrophenvnquinoline (Compound 108. structure 4 of 
Scheme II. R 1 =4- nitrophenv11 
25 ( 1 -/g/f-Butvlox vcarbonvl- 1 .2-dihvdro-2.2.4-trimethvl-6>quinolinvnboronic acid (Compound 
21l A 25 mL r.b. flask, equipped with a magnetic stirring bar, was charged with Compound 

8 (3.765 g, 10.67 mmol) under N2- The oil was dissolved in 1 1 mL THF (anhydrous) and 
cooled to -78°C. terr-Butyllithium (12.6 mL, 21 .4 mmol, 1 .70 M) was added by syringe 
over a period of 10 min (maintaining temperature below -70°C) turning the reaction mixture 

30 from pale yellow to bright yellow. The reaction was allowed to continue at -75°C until all 
of the starting material had been consumed as judged by TLC (15% ethyl acetate/hexane). 
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Trimethyl borate (1.22 g, 1.33 mL, 1 1.7 mmol, 1.1 equiv) was added by syringe over 5-10 
minutes (temperature between -70°C and -65°Q. The reaction was monitored by TLC. 
Upon completion, the product mixture was quenched with saturated NH4CI (200 mL). 
Addition of ethyl acetate (200 mL) partitioned the mixture into 2 phases. The organic phase 
5 was washed with saturated NH4CI (100 mL) and brine (100 mL). The combined aqueous 
layers were extracted with ethyl acetate (100 mL). The organic layers were combined and 
dried (Na2S0 4 ). The crude mixture was applied to a small column containing 200 mL 
silica and 15% ethyl acetate/hexane. The higher R/impurities were eluted with 2 L of 10% 
ethyl acetate/hexane. The boronic acid, Compound 9, was eluted with 500 mL ethyl acetate 
10 followed by 750 mL ethanol to provide 1 .483 g (44%) of Compound 9. Data for Compound 
9:lHNMR(400MHz,acetone-d6)7.73(d,/= 1.2, 1H), 7.66 (dd,7 = 8, 1.2, 1H). 7.13 
(d. J = 8. 1 H). 5.49 (s. 1 H). 2.01 (d. J = 1 .6. 3H), 1 .50 (s. 9H). 1 .46 (s, 6H). 

General Method ?• hjprvl coupling of an arvlbromirie. an rf ri.^.h.,tvln rYcari>onv |. 1 ? . 
15 <'ihydro-2 1 2 l 4-trimethYl.(muinolinvl)boronic acid fComnounH Qv A 25 mL recovery flask 
equipped with a magnetic stirring bar, was charged with aryl bromide (1 .0 equiv. 0. 1 M in 
toluene). Tetrakis(triphenylphosphine)palladium (0.03-0.1 equiv), Compound 9 (1.0 equiv, 
0. 1 M in ethanol) and K2CO3 (2.0 equiv, 2.0 M) were added to the reaction flask 
sequentially under a nitrogen atmosphere. A reflux condenser was fitted to the flask and the 
cloudy reddish solution was stirred rapidly and heated to reflux for about 4 h until the 
starting material had been completely consumed as judged by TLC (15% ethyl 
acetate/hexane). The product mixture was then cooled to room temperature and quenched 
with saturated ammonium chloride (4-5 mL). Ethyl acetate (5 mL) was used to partition the 
mixture. The organic layer was rinsed with saturated ammonium chloride (2x5 mL). The 
25 aqueous layers were back extracted with ethyl acetate (5 mL). The organic layers were 
combined, dried (Na 2 S0 4 ), and concentrated. A solution of the crude product in 
dichloromethane (0. 1 -0.3 M) was cooled to -20°C (ice/acetone) and treated with 
trifluoroacetic acid (1O40 equiv). Stirring was continued for 5-15 min and the reaction 
mixture was treated with excess saturated NaHC0 3 . The product was extracted with ethyl 



20 




WO 96/19458 



PCT/US9S/16096 



acetate (3 x). The extracts were washed with saturated NaHC03 (3 x), combined, dried 
(Na2SC>4), concentrated, and purified as indicated 

1.2>Dihvdro>2^.44rimethvl-6-(4-nitrophenv l>quino1ine (Compound 108. structure 4 of 
Scheme II where R^=4-nitrophenvl): This compound was prepared according to General 

5 Method 2 from Compound 9 (36.6 mg, 0.1 1 5 mmol) and commercially available 
bromonitrobenzene (19.4 mg. 0.96 mmol, Aldrich). Compound 108 was isolated and 
purified by recrystallization from hexane to afford 9.4 mg (38%) of Compound 108. Data 
for Compound 108: *H NMR (400 MHz, CDC1 3 ) 8.23 (dd, J = 8, 1 .6, 2H), 7.65 (dd, J = 
8,2,2H),7.33(d,7 = 2, IH), 7.31 (dd,y = 8, 2.4, IH), 6.51 (o\J = 8, IH), 5.38 (s, 1H), 

1 0 3.94 (br s, 1 H), 2.06 (d, J = 1 X 3H), 1 .33 (s, 6H). 



6-(23>DichloroDhenvn-1.2-dihvdro-2.2.4>trim ethvlquinoline (Compound 109. structure 4 
of Scheme 11, where R 1 =23-dichlorophenvl> 

15 This compound was prepared according to General Method 2 (EXAMPLE 9). From 

Compound 9 (68.0 mg, 0.21 mmol) and commercially available 2,3-dichlorobromobenzene 
(40.1 mg, 0.1 8 mmol, Lancaster) was obtained a crude product which was isolated and 
purified by reverse phase HPLC (ODS column, 97% methanol/water, 3.0 mL/min) to afford 
20 mg (29%) of Compound 109. Data for Compound 109: NMR (400 MHz, CDCI3) 

20 7.39(dd,y= 8, 1.6, IH), 7.19 (dd, J = 16, 8, IH), 7.23 (dd,J = 4, 1.6, 1H), 7.1 1 (<W = 
1 .6, IH), 7.05 (dd, J = 8, 1 .6, IH), 6.46 (d, / = 8, IH), 5.34 (s, IH), 3.82 (br s. IH), 1 .99 
(s,3H), 132(s,6H). 



25 1 .2-Dih vdro^(2-hvdroxvcarbonvl-4>nitroohenvl V2 .2.4-trimethvlQuinoline (Compound 
110. structure 4 of Scheme II. where RU2-hvdroxv carbonvl>4-nitrophenvn 
This compound was prepared according to the General Method 2 (EXAMPLE 9). From 
Compound 9 (68.0 mg, 0.21 mmol) and methyl 2-bromo-5-nitrobenzoate (446.6 mg, 1.72 
mmol), 712 mg (92%) of the coupled quinolinylmethylester was obtained. A portion, 481 

30 mg ( 1 .06 mmol), of this intermediate was hydrolyzed using potassium hydroxide ( 1 49 mg, 



EXAMPLE 10 



EXAMPLE 11 
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2.6 mmol) in refluxing 4: 1 methanol/water over a period of 3 h. The hydrolyzed product 
was isolated by extraction with ethyl acetate. The crude product was purified by SGC (200 
mL silica, 30% ethyl acetate/hexane to 50% ethyl acetate/hexane) to afford 490 mg (guant) 
of N-tew-butyloxycarbonyl- 1 ^Klihydn^ 
5 trimethylquinoline. N-/m-butyloxycarbonyl-l,2^ihydro-^2.hydroxycarbonyl^ 
nitrophenyl>2.2,4-trimethylquinoline (49.0 mg, 0. 1 1 mmol) was then treated with 
trifluoroacetic acid (0.34 mL, 4.5 mmol) to remove the rm-butyl carbonate group (1-5 
minutes. 0°C). The quenched reaction mixture was purified by silica gel chromatography 
(SGC) (50 mL silica, 40% ethyl acetate/hexane) to afford 1.2 mg (<1%) of Compound 110. 
10 Data for Compound 110: If! NMR (400 MHz, acetone-d 6 ) 8.43 (d. J = 2.4, 1H), 8.33 (dd. 
J= 8, 2.4, 1H), 7.72 (d. 7 = 8. I H), 7.08 (d, J = 2, 1H), 7.02 (dd, J = 8. 2, 1H). 6.57 (d. J 
= 8. 1H), 5.62 (br s, 1H). 5.41 (s, 1H). 1.96 (d, J = 2.4, 3H), 1.28 (s. 6H). 
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EXAMPLE 1? 

6-(3,4.Di g hlorophenYl)-l.?.-dihvd ro .2.2 4-rrim.rh r i q „ ino | ing <y nm ^ n nA ni A rf 

Scheme II. where R 1 4-r |ichloronhenvl) 

This compound was prepared according to General Method 2 (EXAMPLE 9). From 
Compound 9 (78.4 mg. 0.25 mmol) and commercially available 3,4-dichlorobromobenzene 
(56.7 mg, 0.25 mmol, Lancaster) was obtained a crude product which was isolated and 
purified by preparative thin layer chromatography (PTLC) (1000 *im, 10% ethyl 
acetate/hexane) to afford 22 mg (28%) of Compound ill. Data for Compound 111: 1 H 
NMR (400 MHz, acetone-do) 7.73 (s, 1H), 7.52 (d, J = 1 .2, 2H). 7.32 (d. / = 2. 1H), 7.26 
(dd, J = 8. 2, 1H). 6.57 (d. 7=8. 1H). 5.42 (br s. 1H). 5.37 (s. 1H). 2.03 (d. J = 1.2. 3H) 
1.27 (s.6H). 

EXAMPLE 13 

4-E t h Y l-L2-dihYdro-2 1 2-di m pthYl-6-Phenvlquinoline rComp n„nH m. struct,,™ 13 » f 
Scheme II. where R l=ph envl. R^m^ yl) 

A^Butvlo^rarbonYl-^ 

(structure 11, where R^henylV A solution of W-terr-butyloxycarbonyl-U-dihydro-2,2.4- 
trimethyI-6-phenyl quinoline (structure 10. where R^henyl) (310 mg. 0.888 mmol) and 
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selenium dioxide (345 mg, 3.1 1 mmol) in 17 mL of dioxane was heated to reflux for 3 h. 
The reaction mixture was quenched with 1 : 1 NaS2C>3 (10%) / Na2HC03 ( 10%), extracted 
with dichloromethane, dried (MgS04), and the organic phase was concentrated in vacuo. 
Purification by flash chromatography (silica gel, hexane/ethyl acetate, 4: 1 ) gave 2 1 2 mg of 
5 the intermediate aldehyde along with 75 mg of the desired alcohol of structure 11, where 
Rl =phenyl. The aldehyde was treated with sodium borohydride in 25 mL of methanol at 
0°C. After 1 h at 0°C, the reaction mixture was quenched with water, extracted with ethyl 
acetate and concentrated in vacuo to give an oil that was purified by flash chromatography 
(silica gel, hexane/ethyl acetate, 4:1) providing structure 11, where R I =phenyl (240 mg, 
10 84%). *H NMR (acetone d6) 7.68 (d, 7=9, 2H), 7.61 (d, J = 1 .8, 1H), 7.47 (dd, J = 6.2, 
1.8, 1H),7.41 (d,/ = 6.4, 2H), 129 (m5H), 5.80 (s, 1H), 4.51 (d,J = 6.8, 2H), 4. 1 2 (t, J 
= 6.8JH), 1.52 (brs, 15H). 

;V-/gr*-Butv|pxvcart>onvl^bro quinnline 
1 5 (structure 12. where R 1 =phenvl): To a solution of Mfm-buty loxycarbony 1- 1 ,2-dihydro-2,2- 
dimethyM-hydroxymethyl-6-phenylquinoline (structure 11, where R 1 = phenyl) (230 mg. 
0.630 mmol) and carbon tetrabromide (220 mg, 0.662 mmol) in 5 mL of dichloromethane at 
0°C was added triphenylphosphine (174 mg, 0.662 mmol) in 2 mL of dichloromethane. The 
reaction mixture was allowed to warm to rt and stirred for I h. The mixture was 
20 concentrated in vacuo to a residue that was subjected to flash chromatography (silica gel, 
hexane/ethyl acetate, 9: 1 ) to give structure 12, where R ! =phenyl (72 mg, 27%) . *H NMR 
(acetone d6) 7.67 (m, 3H), 7.52 (dd, J = 8.7, 2.1, 1H), 7.45 (t, 2H), 7.32 (m, 2H), 6.07 (s. 
1H), 4.60 (s, 2H), 1.55 (s, 6H), 1.53 (s. 9H). 

25 4>EthvM^-dihvdro-2.2-dimethvl^phenvlqumQline (Compound 112. structure 13 nf 

1 2 

Scheme H. where R=phenvl. R ^ methyH: To a solution of AJ-terr-butyloxycarbonyM- 
bromomethyl-l^Klihydro^^sIimethyl^phenylquinoH^^ (structure 12, where R ] =phenyl) 
(20 mg, 0.047 mmol) and copper (I) iodide (4 mg, 0.02 mmol) in 1 mL of anhydrous ether at 
0°C was added MeMgBr (0.060 mL, 3 M in ether). After 30 min of stirring at 0°C, the 
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reaction mixture was quenched with saturated NH4CI and extracted with ethyl acetate. The 
organic layers were combined, dried (Na2S04) and concentrated in vacuo to provide an oil 
which was purified by SGC (silica gel, hexane/ethyl acetate, 9:1) giving N-tert- 
butyloxycaitonyl^thyl^ (16 mgf 91%) i H 

5 NMR (acetone-d6) 7.65 (d, J = 8.7, 2H), 7.5 1 (dd, J = 8.0, 1 .7, 1 H), 7.29 (m, 2H), 7.43 
(m,3H),5.56(s, 1H), 2.55 (q,J = 8.9,2H), 1.51 (s, 6H), 1.57 (s,9H), 1.19(t,J = 8.9, 3H). 
To a solution of A^-/m-buty]oxycaii>onyi^thyl-l^Klihydro-2,2-dimethyI-6- 
phenylquinoline (16 mg, 0.044 mmol) in 1 mL of dichloromethane at 0°C was added 0.3 mL 
of trifluoroacetic acid. After 10 min of stirring, the reaction was quenched with saturated 

10 NaHC03, and extracted with dichloromethane. The organic layers were combined, dried 
(Na2S04) and concentrated in vacuo to provide an oil that was purified by SGC (silica gel, 
hexane/ethyl acetate, 7:3) to provide 3 mg (25%) of Compound 112. Data for Compound 
112: lH NMR (acetone-d 6 ) 7.55 (d, J = 8.6, 2H), 7.37 (m, 3H), 7.23 (m, 2H), 6.59 (d, J = 
8.26, 1H), 5.38 (S.1H), 3.76 (s, 1H), 2.48 (q,7 = 7.4, 2H), 1.29(s,6H), 1.17 (t, J = 7.4, 

15 3H). 



EXAMPLE 14 

l^^DihYdro^Z^imethvl^phenvl^-Dropvlquinoli n e (Comnound 113. structure 13 

Scheme II. where Rl= phenvL R^thyl) 

To a solution of Mrm-butyloxycart»ny]^bromome^ 

phenyl quinoline (structure 12, where R^henyl) (20 mg, 0.047 mmol) and copper (I) 
iodide (4 mg, 0.019 mmol) in 1 mL of anhydrous ether at 0°C was added EtMgBr (0.06 mL, 
3M in ether). After 30 min of stirring at 0°C, the reaction mixture was quenched with 
saturated NH4CI and extracted with ethyl acetate. The organic layers were combined, dried 
(Na2S04), and concentrated in vacuo to provide an oil that was used directly in the next 
step. To the crude quinoline (20 mg, 0.053 mmol) in 1 mL of dichloromethane at 0°C was 
added 0.3 mL of trifluoroacetic acid. After 10 min of stirring, the reaction was quenched 
with aqueous saturated solution of NaHC03 and extracted with dichloromethane. The 
organic layers were combined, dried (Na2S04) and concentrated in vacuo to provide an oil 
that was chromatographed (silica gel. hexane/ethyl acetate, 7:3) to give Compound 113 (9 
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mg, 61 %). Data for Compound 113: *H NMR (acetone-d6) 7.53 (m, 2H), 7.40 (m, 3H), 
7.24 (m, 2H). 6.58 (d. J = 8.14, 1H). 5.38 (s, 1H), 3.76 (s, 1H). 2.45 (UJ= 7.40, 2H). 1.60 
(sx, J = 7.39. 2H). 1 .29 (s, 6H), 0.99 (t. J = 7.27, 3H). 

5 EXAMPLE IS 

6-f 2-ChJorophenyl)- 1 .2-dihydro-2.2,4-trimethvlouinoline ^Comp ound 114, stnu»p . r A n f 
Scheme II. where R ' =2-chlorophen vn 

This compound was prepared according to General Method 2 (EXAMPLE 9). From 
Compound 9 (48.5 mg. 0.15 mmol) and commercially available 2-chlorobromobenzene 
(17.8 mL, 0.15 mmol. Lancaster) 15 mg (34%) of Compound 114 was isolated. Data for 
Compound 114: *H NMR (400 MHz, acetone-d6) 7.45 (dd, J = 8. 1.2, lH),7.36(dd./ = 
8. 2. IH), 7.33 (ddd, J = 16, 8. 1.2, 1H), 7.23 (ddd, J = 16, 8, 2, 1H), 7.1 1 (d. J = 2, 1 H), 
7.03 (dd.J = 8, 2. 1H), 6.53 (d.J = 8. IH), 5.35 (s, IH). 5.31 (brs. IH), 1.97 (d.7 = 1.6, 
3H), 1.28 (s.6H). 



10 



15 



20 



EXAMPLE 16 

l^-DihYdro-2,2 1 4.trimethYlindenor2.l-r1ouinoline rCnmp o und lift, suture 17 of Scheme 
IV. where Rl-Q=H y=Tffl?) 

General Method 3: 1 .2-dihvdroauiiinline formation f r om an aniline- To a dry 500-mL r.b. 
flask equipped with a magnetic stirring bar and a water cooled reflux condenser was added 
structure 15 along with 12 (0.05-0.2 equiv) dissolved in acetone (0.1-0.5 M). The resulting 
red solution was heated at reflux with constant stirring for 60 h. The reaction was followed 
by TLC (hexane/EtOAc, 3:1, visualized by short wave UV, the product appearing as a bright 
blue spot). After cooling to room temperature. Celite™ (2.0 g) was added and the mixture 
25 was concentrated under reduced pressure to give a free flowing powder which was purified 
by flash column chromatography (70 g silica gel 60, 240 mesh, hexane/EtOAc, 5: 1 ) to 
afford a mixture of isomers of structures 16 and 17. 



30 



|,2-Dihvdro-2.2.4-trimethvlindenor2.l-flnuinoline f Co m pound 116. structure 17 of Srhpm^ 
TV, where R 1 -6 =H, X=CH?1 : ^ his compound was prepared according to General Method 3 
from structure 15 (where Rl-<>=H. X=CH2) (5.0 g, 27 mmol) to afford a mixture of 
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Compound 115 (structure 16 of Scheme IV, where RJ-6=H, X=CH2)(1 64 g, 22.7%) and 
Compound 116 (336 mg. 4.65 %) in an 85:15 ratio (as determined by «H NMR). Data for 
Compound 116: Rf* 0.57 (silica gel, hexane/EtOAc, 3:1) *H NMR (400 MHz, C6D6) 
7.62 (d. J = 8.0. 1H), 7.45 (d, J = 8.0, 1H), 7.28 (d, J = 7.3. 1 H), 6,31 (d, J = 8.0, 1H). 
5.19 (s. 1 H), 3.74 (s. 2 H), 3.28 (br s, 1 H). 1.98 (d, J = 1.2, 3 H), 1 08 (s. 6 H) 

EXAMPLE 17 

8-Bromo-l , 2-dihydro-? 2,4.trimethvl indenof 1 .2 -rlnuinoli ne rCnmp n.mH UT arugjurg 1* 
of Scheme IV whrre R2-4 r6 =h r5 =Bi . y=r^o) 

This compound was prepared according to General Method 3 (EXAMPLE 16) from 
structure 15 (where RM. r6=h. R 5 =Br. X=CH 2 ) (2.0 g. 7.7 mmol) to afford 376 mg 
(49%) of Compound 117 as a rose colored solid (along with Compound 127, Example 18). 
Data for Compound 117: Rf= 0.53 (silica gel, hexane/EtOAc. 3:1). »H NMR (400 MHz, 
C6D 6 ) 7.38 (m, 3H). 6.17 (s, 1H), 5.15 (s, 1 H), 3.34 (s. 2 H), 3.27 (br s, 1 H), 1.93 (d. J 
15 =1.0,3H), 1.08 (s, 6 H). 

EXAMPLE 18 

7-81^0-1 , 2-^1^^0.? ?.4-trimetOVlindfflor21-/1 OU mnlin e (Co m nn.. n H Stn.rt,.^ 17 »f 

Scheme IV. where R 1-4 r6 = H R 5 =Rr X=^H 2> 

This compound was prepared according to General Method 3 (EXAMPLE 1 6) from 
structure 15 (where r1"4 r6=h, R 5 =Br. X=CH 2 ) (2.0 g, 7.7 mmol) to afford a mixture of 
Compounds 1 17 and 127. Purification by silica gel chromatography afforded pure 1 17 (376 
mg. 49%) (EXAMPLE 17) and mixed fractions containing 117 and 127. Compound 127 
was purified by reverse phase HPLC (ODS column. 95% methanol/water, 3 0 mL/min). 
25 Data for Compound 127: Rf= 0.53 (silica gd, hexane/EtOAc, 3:1); »H NMR (400 MHz, 
C6D 6 ) 7.38 (d, J = 8.3. 1 H), 7.3 1 (s. 1 H). 7.29 (d, J = 8.0, 1 H), 7. 19 (d. J = 8.0, 1 H), 
6.25 (d, J = 8.1, 1 H), 5.16 (s, 1 H). 3.52 (s. 2 H), 3.32 (brs. 1 H), 1.91 (d. J = 1.4. 3 H) 
105 (s,6H). 
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EXAMPLE 19 



1.2-Dirrvdro-2.2>Mrim^ structure 16 of 

Scheme IV. where r2~*=H. X=€H 

This compound was prepared according to General Method 3 (EXAMPLE 16) from 
5 structure 15 (where R i_ ^=H, X=0) (1 .0 g, 5 .5 mmol) to afford Compound 118 (264 mg, 
18.4%) as a yellow solid, and Compound 119 (936 mg, 65%) as a clear colorless oil. Data 
for Compound 118: Rf = 0.44 (hexane/EtOAc, 3:1); 1 H NMR (400MHz, C6X>6) 7 61 (d, J 
= 6.9, 1H). 7.56 (s, 1 H), 7.41 (d, J = 8.0, 1H), 7.13 (m, 2 H), 6 38 (s, 1 H), 5.12 (s, 1 H), 
3 .28 (br s, 1 H), 1.91 (s. 3 H), 1.05 (s, 6H). 
10 EXAMPLE 20 

L2-Dihvdro-2.2.4-trimetiwlb eT^ (Compound 119. structure 17 of 

Scheme IV. where R'-^K X=Q) 

This compound was prepared according to General Method 3 (EXAMPLE 16) from 
structure 15 (where R 1 " 6 ^ X=0) to afford Compound 118 (264 mg, 1 00 mmol, 18 4%) 
15 as a yellow solid and Compound 119 (936 mg, 3.55 mmol, 65.1%) as a clear colorless oil. 
Data for Compound 119: Rf= 0 44 (siica gel, hexane/EtOAc, 3 : ] ); *H NMR (400 MHz, 
C6D6) 7 63 (dd, J = 7.4, 1.5, 1 H), 7.41 (d, J = 8.2, 1 H), 7.35 (d, J - 7.3, 1 H), 7.11 (m, 
2 H), 6. 19 (d, J = 8.4, 1 H), 5. 1 1 (s, 1 H), 3.38 (br s, 1 H), 2.49 (d, J = 1 .2, 3 H), 1 .06 (s, 6 
H). 



6-FlMPro-l,2^hvdro>2.2.4>trimetrrvHndenor2J>/lQuinolme (C ompound 120 structure 17 of 
Scheme IV where R^ H R 6= F X =CH 2 > 

This compound was prepared according to General Method 3 (EXAMPLE 16) from 
25 structure 15 (whereR l - 5 =H, R°=F, X=CH2) (1.0 g, 5.0 mmol) to afford 248 mg (18%) of a 
mixture of Compounds 120 and 121. Pure samples of Compounds 120 and 121 were 
obtained by preparative thin layer chromatography (PTLC) (1000 |im, hexane/EtOAc, 9: 1 ) 
Data for Compound 120: Rf = 0.70 (hexane/ EtOAc 3:1); *H NMR (400 MHz, C6D6) 
7.38 (d, J = 8.0, 1 H), 7.29 (d,J- 7.5, 1 H), 7.09 (dd, J =8.1, 5.3, 1 H), 6.8 (dd, J - 8.6, 
30 8.6, 1 H), 6.26 (d.J = 8.0, 1 H), 5.13 (s, 1 H), 3.81 (s, 2 H), 3.32 (br s, 1 H), 1.88 (d, J - 
1.2, 3 H) 1.05 (s,6H). 



20 



EXAMPLE 21 



WO 96/19458 



PCTYUS9.VJ6096 



117 



10 



15 



20 



EXAMPLE 11 

9-Flu OT 9-l,2^il 1 Y^rp-2.2,4-trimethvlindenofl.2. g lq U innl ,ne(Cnm r nn r d 121 sm.rt,,™, i* 
of Scheme IV where r2-5 = H . r6= F X=ru 2 ) 

This compound was obtained as described above for Compound 120 (EXAMPLE 2 1 ). Data 
for Compound 121: Rf = 0.7 1 (silica gel. hexane/EtOAc, 3: 1 ); lH NMR (400 MHz, 
C6D 6 ) 7.48 (s. 1 H). 7.25 (d, J = 7.4, 1 H), 7.07 (dd, J = 7.8. 5.4, 1 H), 6.80 (dd. J = 8.7. 
8.7, 1 H),6.13(s, 1 H),5.15(s. 1 H), 3.63 (s, 2 H), 3.28, (br s, 1H), 1.93 (d./ = 1.2.3H) 
1.09 (s. 6 H). 

EXAMPLE 2a 

1.2-PibYdro-9.hYdrpxYmethY|-?^.4-triir«thvlindftnori.2- P 1o ninoli nefCornno.,nrfl^ 
Scheme VI 

Methyl 1 ^-dibYdro-?,?,4-trimethvlindenon .2-Plq i.inn»n < >.9^ a rhnxvl»^ ( stTn r* m i * of 
Scheme ^VwherrR2-5 =H ,R6 = ro 2 rH 3 V-T H 2 ) ; This compound was prepared 
according to General Procedure 1 from methyl 2-aminofJuoreno-8-carboxylate to afford 872 
mg(65%)of nu^yl l^inydro-2,2^ 

(structure 16 of Scheme IV where R 2-5 =H . R^OaCHa. X=CH 2 ) as an off white solid. 
Data for methyl l^ihydro-2^.4-trimethyHndeno[l^] qu inoline-9-carboxylate: *H 
NMR(400mH2.C6D 6 )8.03(d.y= 7.8, 1 H).7.56(d,y= 7.4. 1 H.).7.50(s. 1 H.),7.20 
(dd.J = 15.7.5. 1 H),6.32(s, 1 H),5.17(s, 1 H). 4.28 (s, 2H). 3.55 (s. 3H). 1.97 (d,y = 
13, 3 H). 1.10 (s.6H). 



l^-DihYdro-Q-hYdroxYlmrthyl^^^trimftthvlindennri ?-»i o u inolin e fCnm^ n,. 
25 Scheme V) : In a r.b. flask equipped with a magnetic stirring bar was dissolved methyl 1 ,2- 
dihydro-2^.4-trimethyIindenofl^]quinoline-9-carboxylate (23 mg. 72.1 umol) in 10 mL 
dry THF. The solution was stirred at -78°C for 10 min and DIBAI-H (1.0 M in hexanes; 
0.43 mL, 6 equiv) was slowly added. After stirring for 20 min the reaction was quenched 
with Na 2 S0 4 10H 2 O (100 mg) and the solution was wanned to rt, at which time the 
reaction mixture became a white gelatinous suspension. The suspension was filtered and 
washed repeatedly with EtOAc. The washings and filtrate were combined and concentrated 
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in vacuo to give 10 mg (49%) of Compound 122 as a white solid. Data for Compound 122: 
Rf - 0.23 (silica gel, hexane/EtOAc, 3:1). 1 H NMR (400 MHz, acetone-d6) 7 55 (d, J = 
7.4, 1H), 7.50 (s, 1H); 7.26 (dd, J = 15. 7 5, 1H); 7.18 (d, J = 7.4, 1H); 6.73 (s, 1H); 5.36 
(s, 1H); 5.21 (s, 1H); 4.72 (d, J - 5.8, 2H); 4.06 (dd, J = 1 1 .4, 5.7, 1H); 3.20 (s, 2H); 2 78 
5 (s,3H);1.28(s,6H). 

EXAMPLE 24 

8>Chloro>1.2^ihvdro-2.2.4>trimethvlindenofl.2>glquinoHne (Compound 123. structure 16. 
Scheme IV. where R2-4 R6=K R$=C\ X=CH?) 

10 2-Amino-7-chlorofluorene (structure IS. Scheme IV. where R ] ~4 r6=H. R 5 =CI. X=CH?V 
A 100 mL round-bottom flask was charged with structure 14 (where, R2-4 r6=j^ r5=c], 
X=CH2) (496 mg, 2.02 mmol) and methylene chloride (20 mL) and 10% Pd/C (0.5g) was 
added to the solution. The reaction vessel was flushed with nitrogen and stirred under an 
atmosphere of hydrogen overnight (-15 hours), at which time the starting material was 

1 5 completely consumed as judged by TLC (50% ethyl acetate/hexane). The flask was flushed 
with nitrogen before exposing the mixture to air. The product mixture was diluted with ethyl 
acetate (50 mL) and washed with brine (3 x 30 mL). The organic layers were combined, 
dried (Na2SC>4), and concentrated. The crude product, structure 15 (where R^R^H, 
R 5 =CI, X=CH2)(400 mg, 92%), was used in the next step without purification. 

20 

8-CMoro~l_2-dihvdro -2 2 4-trimethvlindenori.2-glQuinoline (Compound 123, structure 16, 
Scheme IV. where R^.R^H. r5=CI. X=CH9V Th* 8 compound was prepared according 
to General Method 3 (EXAMPLE 16) from structure 15 (where r!-4,r6=h, R 5 =C1, 
X=CH2X400 mg, 1.85 mmol) and acetone (60 mL, Aldrich reagent grade) to afford 
25 Compound 125 and structure 17, where R^R^H, R 5 =C1, X=CH2 Purification by PTLC 
(reverse phase, 80% methanolAvater) provided 1 .8 mg (<1%) of Compound 123. Data for 
Compound 123: *H NMR: (400 MHz, acetone-d6) 7.59 (d, J = 8, 1H), 7 46 (s, 1H). 
7.39 (d, J - 2, 1H), 7.24 (dd, J - 8, 2, 1H), 6.67 (s, 1H), 5.35 (s, 1H), 5.26 (br s, 1H), 
3.71 (s, 2H), 1.98 (s, 3H), 1.24 (s, 6H) 
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EXAMPIF « 

frhtmelV where r2-4r6 =h ^ EQUL — 

This compound was prepared according «o General Method 3 (EXAMPLE 16) from 2 
5 ammo-7-fluorofluorene (structure 15, where RM,rH r5 =f , x=CH2) (]00mg ^ 
umoO to afford 43 mg (31-/.) of a mixture of Compound ,24 and structure 17, where Rl- 
.* -H. R =F. X=CH 2 , in a 9: 1 ratio. A small aliquot of this mixture was dissolved in 
acetone and purified by reverse phase preparative TLC (C-18. 20x 20 cm, .000 M m MeOH 
/Hzas.DtogiveCompound^asabrownsolid Data for Compound 124- R f = 0 59 
10 (snca gel, hexane^tOAc, 3: 1). 1„ NMK (400 MHz. CoD 6 ) 7.43 (s, 1 H) 7 24 (m 1 H) 
696 (m, 2 H), 6.21 (s. 1 H), 5.18 (s, 1 H), 3.38 (s, 2 H), 1.96(,3H). ,11 (s .6H) 

EXAMPT F ?A 

15 SS&aafcg where R2-4p6 = „ ,5^ ^ y . ^ 

in a rb. flask equipped with a magnetic stir bar was dissolved Compound 1 15 (EXAMPLE 
16) (54 mg, 0.021 mmol) in CH2C.2 (3 mL) To this solution was added freshly distilled 
acery, chloride (20 M L, 1.3 equiv). The reaction mixture was stirred for .0 mix, and AlCh 
(-30 mg) was added. The reaction was followed by TLC (hexane/EtOAc, 3:1, visualized by 
*o«waveUV). After 30 min. the black sotution was quenched with H 2 0 (10 mL), stirred 
for 2 h, then extracted whh EtOAc (2 x 20 mL), washed whh brine (2 x 20 mL) dried 
(Na2S0 4 ), and concentrated on Celfte™. Purifier, by flash column chromotography (20 
• "hca gel 60. 240 mesh, hexane/EtOAc, 5:1) provided 3.7 mg (6%) of Compound 125 as a 
bjdu yellow solid. Data for Compound ,25. Rf = 0.59 (silca gel. hexane^tOAc. 3 1) H, 
25 N M R(400MHz,C6D6) 8.06 (s, 1 H), 7.94 (d, J - 8.0, 1 H), 7.53 (s, 1 H) 7 46 (d J - 




# 



WO 96/19458 



PCI7US95/16096 



120 



EXAMPLE 27 

6-F)uoro-l^ihvdro-2^^ (Compound 1 26. structure 16. 

Scheme IV. where r2.r4-6 =H . R3=R X^CH?) 

This compound was prepared according to General Method 3 (EXAMPLE 16) from 2- 
5 amino-5-fluorofluorene (structure 15, where R 2 J* 4 " 6 ^, R 3 =F, X=CH2) (360 mg, 1 .72 
mmol) to afford 125 mg (26%) of Compound 126 as a light brown solid. Data for 
Compound 126: Rf = 0.63 (silca gel, hexane/EtOAc, 3: 1 ); *H NMR (400 MHz, acetone- 
d6): 7.55 (s, 1 H). 7.25 (d, J = 7.3, 1 H), 7.12 (m, 1 H), 7.02 (d, J m 10, 10, 1 H) 6.73 (s, 1 
H) t 5.39 (s, 1H), 3.81 (s, 2 H) 2.87 (s, 3 H), 1.28 (s, 6 H). 



l,2-Dihvdro-2.2.4-trimethvl-7-nitroindenor2.1-/lquinoline (Compound 128. structure 17. 
Scheme IV. where R^.R^H. R 5 =N09. X=CH?) 

This compound was prepared according to General Method 3 (EXAMPLE 16) from 2- 
1 5 amino-7-nitrofluorene ( 1 00 mg, 0.44 mmol) to afford 2 mg (2%) of Compound 128 as a red 
solid. Data for Compound 128: Rf = 0.46 (silica gel, 25% EtOAc: hexane); *H NMR (400 
MHz, acetone-d6) 8.25 (s, 1 H), 8.19 (d, J = 7.8, 1 H), 7.80 (d, / = 7.7, 1 H), 7.65 (s, 1 
H), 6.77 (s, 1 H), 5.70 (br s, 1 H), 5.45 (s, 1 H), 3.88 (s, 2 H), 2.10 (s, 3 H), 1.31 (s, 6 H). 

20 EXAMPLE 29 

l,2>Dihvdn>-2.2.4>triniethvl-8>nitix>indenori.2-g1quinoline (Compou nd 129. structure 16. 
Scheme IV. where R 5 =NOo. X=CH 2 ^ 

This compound was prepared according to General Method 1 from 2-amino-7-nitrofluorcne 
(100 mg, 0.44 mmol) to afford 1.0 mg (<1%) of Compound 129 as a red solid. Data for 
25 Compound 129: Rf = 0.46 (silica gel, 25% EtOAc: hexane); *H NMR (400 MHz, acetone- 
d6) 8.30 (s, 1 H), 8.19 (d, J = 8.0, 1 H), 7.78 (d, J = 7.7, 1 H), 7.59 (d, J m 7.8, 1 H), 6.70 
(d, J = 7.8, 1 H), 5.70 (br s, 1 H), 5.43 (s. 1 H), 4.26 (s. 2 H). 2.30 (s, 3 H), 1 .3 1 (s, 6 H). 
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EXAMPLE 3 <> 

6,9-D,fluoro.l ?-dih Y dp>? ^ -trimethvlindenoM ^InninnHn,. f ^ Trounri fflft 
16, Scheme IV wter* r2 p4-5 ^ H r3 p^p v-^ 

This compound was prepared according to General Method 3 (EXAMPLE 1 6) from 2- 
amino-5.8-difluorofluorene (structure 15, where R2j?4-5 =h , rSj^p, x=CH2) (46q mg 
2.03 mmol) to afford 94 mg (15%) of Compound 130 as a light brown solid. Data for 
Compound 130: Rf = 0.56 (silica gel. hexane/EtOAc, 3:1); 'H NMR (400 MHz CoD 6 ) 
7.92 (s. 1 H).6.68(ddd, y= 9.1.6.3.3.6, 1 H), 6.49 (ddd, J = 8.5.6.0.3.5. 1 H).6.07(s 1 
H).5.09(s. 1 H).3.55(s.2H). l.88(d../ = 1.1. 1 H). 1.06(s.6H). 

EXAMPLE 31 

7.Fluoro-| ? -dihYdr o-o ■> 1 t ripirthYH Hthiomcthvnindenorc Ln^ « r - r - rfTlinrt 
131, stmcnirr 17 of Scheme IV. wh<w pUc^ t>2-4 p< ^ R r5=f y ^ u ^ 
This compound was prepared according to General Method 3 (EXAMPLE 16) from 2- 
amino-7-nuoro-3-methylthiofluorene (structure 15, where Rl=SCH 3 ,R2-4 r6=H r5-F) 
(250 mg. M7 mmol) to afford 29 mg (7.5%) of Compound 131 (28.6 mg. 81 M mol, 7 5%) 
asawh.teso.id. Data for compound 131: Rf= 0.55 (silica gel. hexane^tOAc. 3:1)- 1 H 
NMR(400mHz.C6D 6 ) 7.78 (s. 1 H).7.,9(m. 1 H).6.90(s, , H.). 6.88 (s. ,H).5.44(s 1 
H).5.22(s. 1 H). 3.54 (s.2H). 2.05 (s.3H). 1.92(d.7= 1.2.3H). 1.68(s.6H). 

EXAMPLE 

5 8-Difluo^, M MwTY 2 ? ,4. trinTPf nv „. n(1rnon , , g1ouin „, inWr ^ r _, 

132. Schema vn) 

3,2-.Difluo r o-7.hip t)Pp j c arM (Compound 23, Pchfme VH) : A flame-dried 50 mL r b flask 
fitted with an air-cooled condenser containing methyl 2-bmmo-5-fluorobenzoate 
(Compound 21. Scheme VII) (4.00 g. 17.16 mmol) and 2-iodofluorobenzene (Compound 
22. Scheme VII) (19.05 g, 85.82 mmol. 5.00equiv) was heated to 176»C. at which time 
unactivated copper powder (1 5.0 g. 236 mmol. 1 3.8 equiv) was added portion-wise over 40 
mm as the temperature was gradually raised to 190»C. After an additional 40 min at 190»C 
the mature was allowed to coo. to rt and was filtered through a bed of CeliteTM on a friKed _' 
glass funne.. rinsing with 250 mL ethyl acetate. Concentration under reduced pressure 
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afforded an oil which was shown by *H NMR to be composed of the desired Ullmann 
hetero-coupling product, along with some 2,2 f -difluorobiphenyl, and a small amount of 
uncoupled methyl 2-bromo-5-fluorobenzoate. This crude product mixture was then 
dissolved in 60 mL THF, and the ester was hydro! y zed by treatment with a large excess of 
10% aqueous NaOH at reflux. After 24 h, thin layer chromatography (TLC) analysis 
indicated complete consumption of starting material, and the crude reaction mixture was 
neutralized to pH 4 with 1 N aqueous HC1. The reaction mixture was then extracted with 
ethyl acetate (150 mL), and the organic phase was washed with brine (50 mL), dried 
(Na2S04), and concentrated. Purification by silica gel chromatography (silica gel, 
hexanes/ethyl acetate, gradient elution) afforded 2.64 g (62%) of Compound 23 as a 
colorless, oily solid. Data for 23: *H NMR (400 MHz, CDCI3) 7.76 (dd, J = 9 .1, 2.2, 
1 H), 7.32 (m, 3H), 7.26 (ddd, J = 9.5, 7.8, 1 .8, 1 H), 7. 1 8 (ddd, J = 8. 1 . 7.4, 0.9, 1 H), 7.06 
(dd,7= 9.5,8.8, 1H). 

2,5-Pinuorofluorenone (Compound 24. S cheme VH1: To a flame-dried 1 00 mL flask 
containing 3,2'-difluoro-2-biphenic acid (Compound 23, Scheme VII) (2.00 g, 8.54 mmol) 
in 12 mL benzene was added SOC12 (1.25 mL, 17.1 mmol, 2.00 equiv) and the mixture was 
heated to reflux for 90 min. The excess SOCI2 and benzene were removed by distillation at 
ambient pressure. Benzene (6 mL) and CH2CI2 (5 mL) were then sequentially added and 
removed by distillation. Anhydrous CH2CI2 (30 mL) was added and the mixture was 
cooled to -78°C. Trifluoroacetic acid (0.76 mL, 8.54 mmol, 1.00 equiv) was then added and 
the mixture was allowed to warm to rt overnight. The reaction mixture was poured into 100 
mL ice-water, rinsing with 50 mLCH2Cl2. The layers were separated and the aqueous 
phase was extracted with an additional 100 mL CH2CI2 . The combined organic extracts 
were washed successively with sat'd aqueous NaHC03, water, and brine, dried (Na2S04), 
and concentrated under reduced pressure to give 1 .85 g (quantitative) of Compound 24 as a 
pale yellow solid Recry stall ization (ethanol) afforded Compound 24 as feathery pale 
yellow needles (mp 149-150°C, literature mp 147.5°C [Namkung et al., "Derivatives of 
Fluorene XX, Fluorofluorenes, V, New Difluoro-2-acetamidofluorenes for the Study of 
Carcinogenic Mechanisms". /. Med. Chem, 1965, 8, 551-554.]). 
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4 l 7-Diflgp r p-2-ni W fmorenone. (Compound 25 Srh»m. Vfi v 2.5-Difluorofluorenone 
(Compound 24. Scheme VII) (0.200 g, 0.925 mmol) was added portion-wise to 0 40 mL 
fuming nitric acid at 0°C in a 5 mL round-bottomed flask. The ice bath was removed and 
the reaction mixture was gently heated to 50»C for 2 min with a water bath. The reaction 
5 mixture was then cooled to rt before the addition of 3.5 mL ice-water. The precipitated 
product was collected by vacuum filtration, yielding 232 mg (96%) of Compound 25 as a 
bright yellow solid (mp 207»C. literature mp 207-208°C [Id.}), which was carried on to the 
next step without further purification. 

10 2 -Amino^ , 7-dif|uorofluorenon<>fComno.,nr1 132 Sd BB£j3E; 4,7-Difluoro-2- 

nitrofluorenone (Compound 25. Scheme VII) (1.00 g, 3.83 mmol) was dissolved in 175 mL 
ethyl acetate and 10% palladium on carbon was added (10 mol%). The mixture was stirred 
under an atmosphere of hydrogen gas maintained by a balloon for 1 05 min. and was then 
filtered to remove the catalyst, rinsing with an additional 150 mL ethyl acetate. Removal of 
the solvent under diminished pressure yielded 885 mg (quantitative) of Compound 132 as a 
dark purple-red solid (mp 236°C, literature mp 234-235'C fid,,). Data for Compound 132 
lHNMR(400MHz,CDC,3) 7.46 (dd.,= 8.1.4.5. 1H). 7.29 (d. 7= ,.5, lH).7.n ( dd / 
-8.5.6.0. IH).6.79(d.y= 1.9. lH),6.42dd. J= 10.9. 1.9. lH).3.99(brs,2H). 

according to Genera. Method 3 (EXAMPLE 16) from Compound 132 (1.0 g. 4.6 mmol) to 
afford 5.8^flu°ro-UKhhydro-2^ Jf 
of Scheme VI. where R2. R 5 =f , r 3^, R 6 =H ). for 5,8-difluoro-1.2-dihydro-2,2,4- 
trimcthyl-lO^xoindenon^quinoline: R f = 0.49 (silca gel, hexane/EtOAc. 3:1). 1 H 
NMR(400MHz.acetone-d 6 )7.50(dd.y= 8.1.4.6. 1 H). 7.27 (m. 2 H). 6.73 (s, ■ H).603 
Cbr s. 1 H). 5.47 (s, 1 H). 2.16 (dd. J = 7.1. 1.5. 3 H). 1.29 (s. 6 H). 
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General Method 4; Reduction of a fluorenone fstnictuie 19 nf jm. V n lo a m ^ ^ y _ 

2.2 , 4-trimethYlindenon.2-Plnuinoline (struma M »f^-~- m To a flame dried 25- 
mL r.b. flask equipped with a magnetic stir bar was added structure 19 dissolved in 
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anhydrous CH2CI2 (0.05-0. 1 M). The resulting purple solution was cooled to -78°C and to 
it was added DEBA1-H (1.0 M in hexane. 3-4 equiv) under a blanket of N2. The resulting 
light yellow solution was stirred at -78°C for 30 min and to it was then added an excess of 
NaSO4-10 H2O (10-20 equiv). The resulting suspension was warmed to rt during which 
time the solution became a thick white gel. After stirring for 45 min, the gel was partially 
dissolved with EtOAc, filtered, and washed repeatedly with EtOAc. The ethyl acetate 
washes and filtrate were combined and concentrated under reduced pressure to afford 
structure 20. 

5,8-Difluorp- 1 ,2-dihydro- 1 0-hvdroxvl-2.2.4-trim e thvlin ^ nof 1 .2-glqninoHne f Compound 
132, Scheme YJJ): Compound 132 was prepared according to General Method 4 from 
structure 19 (where r2,r5= F , R3-4 r^hj (46 mg , 0 .i 5 mmol) and DIBAI-H (1.0 M in 
hexane, 0.5 mL, 3.2 equiv) to afford 29 mg (62%) of Compound 132 as an off-white solid. 
Data for Compound 132: Rf = 0. 10 (hexane/EtOAc, 3: 1 ); *H NMR (400 MHz. acetone-de) 
7.54 (dd, J = 8.3, 5.0, 1 H), 7.24 (dd. J . 8.6, 2.3. 1 H). 7.06 (ddd, J = 1 1.3, 9.3. 2.5, 1 H). 
6.68 (s. 1H), 5.63 (br s, 1 H), 5.44 (d. J = 7.9. 1 H). 5.34 (s. 1 H), 4.79 (d. J = 8.0. 1 H). 
2. 16 (dd. J = 6.7, 1 .2, 3 H). 1 .27 (s 3H), 1 .25 (s, 3H). 



EXAMPLE 33 

7,9-Piflupro-l .2-dihYdro-2.2.4-trimethvl-l 0-oxoindpnnr 1 .2-glouinnline rComnnnnri 1 3* , 
structure 19. Scheme VI where r2-3, R 5 =H . R^R^f. X=CC» 
This compound was prepared according to General Method 3 (EXAMPLE 1 6) from 2- 
amino-6.8-difluoro-9-fluorenone (750 mg. 3.2 mmol) to afford 29 mg (2.9%) of Compound 
135 as a bright purple solid. Data for Compound 135: Rf = 0.57 (silica gel, hexane/EtOAc, 
3: 1). lH NMR (400 MHz, acetone-d6) 7.46 (s, 1 H), 7.22 (dd, J = 8.5. 1 .9, 1 H), 6.76 (s. 1 
H), 6.68 (ddd. J = 9.6. 5.8. 2.3, 1 H). 5.89 (br s, 1 H). 5.S2 (s. 1 H), 2.06 (s, 3 H). 1 .30 (s. 6 
H). 



# 



WO 96/19458 

PCT/US95/16096 

125 

EXAMPLE 34 

7,9-Pin U9r o.|,2-dihYdTiO-10-hvdroxv-? ? 4-tri me thvlind g n» n ^. g l aui nnlin r f<-™, ^ 

*33, structure 20, Scheme IV. where R2-3 r5 =H r4 r^r y^ n^ 
In a 25 mL r.b. flask equipped with a magnetic stirring bar was dissolved Compound 135 
5 (EXAMPLE 33) (10 mg, 32 umol) in 6 mL anhydrous CH 2 CI 2 . The solution was cooled to 
-78°C and then DIBALH (0.5 mL, 1.0 M in hexanes) was added. The solution was stirred 
for 30 min, and then Na2SO4-10H 2 O (150 mg) was added. Upon warming to rt, the 
suspension congealed to a viscous white gel which was washed with ethyl acetate (4 x 30 
mL) and concentrated to afford 9.3 mg (92%) of Compound 133 as an off-white solid. 
10 Data for Compound 133: *H NMR (400 MHz, C6D5) 7.40 (s, 1 H), 7.09 (dd, J = 8.7.2.1, 
1 H), 6.84 (s. 1 H). 6.55 (ddd. J = 10, 5.7, 2.0. I H), 5.65 (s, 1 H), 5.31 (s, 1 H), 4.54 (d, J 
= 8.5, 1 H), 2.00 (d, J = 1 .0, 3 H), 1 .28 (s. 3 H). 1 .26 (s, 3 H). 
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EXAMPLE as 

? . lQ-Difluprp-),2-dih Y dro-2 , ? 4-tnmethvl-5-oxoinrienof2.1.fl n ,,innlin. rComnonnrt 1*4 
structure 17 of .Scheme fV where R2, R 5 sR r I w 2 - 4, ro^h X=r = ^ 
This compound was prepared according to General Method 3 (EXAMPLE 1 6) from 2- 
amin<Ht,7-difluoro-9-fluorenone (Compound 132. Scheme VII) (1 .0 g, 4.6 mmol) to afford 
22 mg (1 .6%) of Compound 134 as a purple solid. Data for Compound 134: R f = 048 
(silica gel, hexane/EtOAc. 3:1); Ifl NMR (400 MHz, acetone-d6) 7.47 (m. 1 H). 7.24 (m. 2 
H), 6.52 (d. J = 1 1 , 1H). 6. 1 2 (br s, 1 H), 5.66 (s, 1 H). 2.25 (d, J = 1 .5, 3 H), 1 .27 (s, 6 H). 



EXAMPLE 36 

8-Flupro-|,2-d|hyriro-7 2.4-trimethvl-lO-oxoindcnnn ^lqninnlin,. (Compound 137 , 
25 structure 16 nf Scheme TV where R2-4 r6= H r5 = f, X=r=n) 

To a dry 250-mL r.b. flask equipped with a magnetic stir bar and a water-cooled condenser 
was added 2-amino-7-fluorofluorenone (5.00 g. 23.5 mmol). along with iodine (- 15 mg) 
and mesityl oxide (20 mL. 0. 175 mol). The resulting red solution was heated at reflux with 
constant stirring for 2 days. The reaction was followed by TLC (20% ethyl acetate/hexane). 
After cooling to rt, the crude product mixture was concentrated and purified by silica gel 
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chromatography (400 mL silica, hexane) which afforded an impure sample of Compound 
137. Repurification by silica gel chromatography (hexanes) afforded 64 mg ( 1 %) of 
Compound 137. Data for Compound 137: 1 HNMR (400 MHz, acetone-d6) 7.53 (m, 
1H), 7.36 (s, 1H), 7.21 (dd, J = 10. 8. 1H), 7.16 (dd, / = 10, 8, 1H), 6.78 (s, 1H), 5.66 (br s, 
5 1H), 5.51 (s, 1H), 2.04 (s, 3H), 1.29 (s, 6H). 



8-Fluoro- 1 .2-dihvdro- 1 0~hvdroxv-2.2.4-trimethvlindenor 1 ^-glouinoline ( Compound 136. 
structure 16 of Scheme IV. where r6 =h . r5=F. X=CHOH) 

1 0 This compound was prepared according to General Method 4 (EXAMPLE 34) from 

Compound 137 (18.2 mg, 0.05 mmol) and DIBALH (1.0 M in hexanes, 0.2 mL) to afford, 
after purification by PTLC (1000 \m silica, 19/1 hexane/EA) 0.9 mg (5%) of Compound 
136 as a white solid. Data for Compound 136: *HNMR (400 MHz, acetone-d6) 7.52 (m, 
1H). 7.37 (s, 1H,), 7.21 (dd, 7=8, 2.4, 1H), 7.02 (ddd, J = 16, 8, 2.4, 1H), 6,77 (s, 1 H), 

15 5.38(d,7 =12, lH),5.37(s, 1H,),5.31 (br s, 1 H), 4.59 (d, / = 8, lH),2.03(d, J =1.2, 3H), 
1.28 (s, 3H), 1.26 (s,3H). 



7-Fluoro>1.2>dihvdro-2.2.4-trimethvN8-nitroindenof K2-glQuinoline (Compound 138. 

20 structure 16. Scheme IV. where R 2 ' 3 .r6=H. R 4 =F. R5= NQ9. XsCHgl 

This compound was prepared according to General Method 3 (EXAMPLE 16) from 2- 
aTnino-6-fluoro-7-nitrofluorene (1.00 g, 4.00 mmol) to afford 98 mg (8%) of Compound 138 
as a bright purple solid. Data for Compound 138: Rf = 0.23 (silica gel, hexane/EtOAc, 
3:1); *H NMR (400 MHz, acetone-d6) 8.13 (d,J = 8.3, 1 H), 7.66 (d,7 = 12, 1 H), 6.64 

25 (s, 1 H). 5.47 (s, 1 H), 3.85 (s, 2 H), 2.77 (d, J = 1 .0, 3 H), 1 .36 (s, 6 H). 



EXAMPLE 37 



EXAMPLE 38 
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EXAMPLE M 



10 



^hlp r ^U^ihYdro-|Q-hYdroxv-2.2.4-trimerhvlindenori2.^ 
Structure 20. SdlSmg YL where R2=q. r3-6- H | V=C Hf>ffl 

A solution of 2-amino-4-chloro-9-fluorenoI (300 mg, 1.30mmol), I 2 (-1 mg) and acetone 
(20 mL) was heated in a sealed tube at 1 00°C for 16 h. To the cooled reaction mixture was 
added Celite™ (0.5 g), and the slurry was concentrated in vacuo to afford a free-flowing 
powder which was purified by SGC (230^100 mesh, 2.5 x 15 cm) using a 10-100% 
EtOAc:hexane gradient to afford 2.6 mg (1 %) of Compound 139 as a white solid. Data for 
Compound 139: Rf = 0. 1 4 (silica gel, 25% EtOAcihexane); 1h NMR (400 MHz. acetone- 
do) 8. 1 8 (d, J = 7.7. 1 H), 7.78 (t, J = 7.9, I H), 7.52 (d, J = 7.8, 1 H), 7. 1 9 (t, / = 7.8, 1 
H), 6.90 (s, 1 H), 5.70 (br s, I H). 5.50 (s, 1 H). 5.40 (s. 1 H), 4.59 (d. J = 83, 1 H), 2.35 (s. 
3 H). 1.32 (s, 3 H) and 1.21 (s, 3 H). 



15 



20 



EXAMPLE 40 

6-Fluon)-r7-riihvdro-2,2Atrim ^hYl-l0K,xoindeno n.2- g l a uinnHn^ro mDOund1 4n i 
structure 19. Schema VI, where R 2.R4-OSH, R3-R XsCO) 

This compound was prepared from 5-fluoro-2-nitrofluorenone ( 1 .0 g, 4. 1 mmol) in two 
steps in the manner previously described for Compound 123 (EXAMPLE 24), affording 
0.74 g (61%) of Compound 140 as a dark purple solid. Data for Compound 140: 1h NMR 
(400 MHz. CDC1 3 ) 7.33 (s. IH). 7.26 (m, 3H). 6.75 (s, 1H). 5.45 (s, 1H). 3.96 (br s, 1H). 
2.05 (d,7= 1.5, 3 H), 1.31 (s,6H). 



EXAMPLE 41 

e-Fluoro-LZ-dihYdro-IO-hydroxY-^^trimethvlindennri 7-,l T .i noiin<! rCnmp n.,nH W 
structure 20. Scheme VI wh.n- r2,r4-6 =h r 3 =f , x=CHOH) 

This compound was prepared by General Method 4 from Compound 140 (0.30 g, 1.0 mmol) 
to afford 0.25 g (84%) of Compound 141 as a pale reddish-puiple solid. Data for 
Compound 141: lH NMR (400 MHz, CDC1 3 ) 7.49 (s, IH). 7.32 (d. J = 7.3, 1 H), 7. 12 (dt, 
J = 7.8. 4.8. 1 H). 7.00 (dd. J = 9.8. 8.3. 1 H). 6.71 (s. IH). 5.47 (s. IH), 5.37 (d, J = 1.2. 1 
H), 3.88 (br s. 1 H), 2.06 (d. J = 1 .2, 3 H). 1 3 1 (s, 3 H). 1 .30 (s, 3 H). 
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EXAMPLE 42 

5.8-Difluon>-1.2-dihvdiT>-2.2.4-tri 

(Compound 142. structure 16, Scheme IV. whe re r5 = r r3.r4 r6 =H . X^HOCOCF^ 
To a flame-dried 25 mL r.b. flask containing 5,8-difluoro-l^-dihydro-10-hydroxy-2»2,4. 
5 uimethylindenof 1 ,2-£]quinoline, Compound 132, EXAMPLE 32, ( 1 5.0 mg, 0.048 mmol) in 
2 mL dichloromethane at 0°C was added trifluoroacetic anhydride (10 mL, 0.071 mmol, K5 
equiv) and 4-W, A^imethylaminopyridine (18.0 mg, 0.147 mmol, 3.0 equiv), and the 
mixture was allowed to stir for lOrnin. The reaction mixture was then transferred to a 
separatory funnel with ethyl acetate (20 mL), pH 7 potassium phosphate buffer (10 mL) was 

10 added and the layers were separated. The organic phase was dried (Na2SC>4) and 

concentrated under diminished pressure. Purification by flash column chromatography 
(silica gel, hexanes/ethyl acetate, gradient elution) afforded 14.1 mg (76%) of Compound 
142 as a light yellow oily solid. Data for Compound 142: lH NMR (400 MHz, CDCI3) 
7.59 (dd, J = 8.4, 5.0, 1 H), 7. 1 5 (dd, J m 8.2, 2.4, 1 H), 7.09 (dt, 7=8.8, 2.5, 1 H), 6.64 (s, 

15 1H), 6.47 (s, 1H), 2.19 (dd, J = 6.7, 1.2, 3H), 1.29 (s, 3 H), 1.28 (s, 3 H). 

EXAMPLE 43 

6^3.5-PifluorophenvlVK23.4>tetrahvdro>2.2.4- trimethvlouinoline (Compound 143. 
structure 5 of Sche me 1 where R*=3.5Hiifluoroph e nv1V 

20 A dry 1 0 mL r.b. flask was charged with Compound 147 (EXAMPLE 47) ( 1 7.4 mg, 0.06 
mmol) and 0.3 mL ethyl acetate. To this solution was added 10% Pd/C (20 mg). The 
reaction mixture was stirred under an atmosphere of hydrogen for 1 h. The reaction was 
purged with nitrogen until all of the hydrogen had been removed from the flask. The 
product mixture was filtered through a plug of cotton and Celite™ to remove the solids, 

25 rinsed with ethyl acetate (50 mL) and concentrated. The crude material was purified by 
HPLC (reverse phase, ODS semi-preparatory column, 85% methanol/water, 3.0 mL/min). 
The major peak was isolated and identified as Compound 143 (3.5 mg, 20%) by NMR. 
Data for Compound 143: *H NMR (400 MHz, methanol^) 7.38 (d, J = 2.3, 1H); 7.20 
(dd,/=8.5, 1.6, 1H); 7.09 (m, 2H); 6.72 (m, 1H); 6.56 (d, J = 8.2, 1H); 2.96 (m, 1H); 1.79 

30 (dd, J = 12.9, 5.8, 1H); 1.39 (m, 4H); 1.24 (s, 3H); 1.17 (s, 3H). 
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EXAMPIR 44 

1.2-Dih Y< l r Q.2 1 2 1 4-triip g thYlin4p|9f3.2-gl g uinoline fCompound 144 . simch^ is n fSA. m . 

5 2 -Amjpocarfaa7Q)e (structure IS of Scheme TV. where R j -6=h, v^MHy 2-Nitrocarbazole 
[Mendenhall, G. D.; Smith. P. A. S. Org. Syn. Coll. Vol. 5 1973, 829. the disclosure of 
which is herein incorporated by reference] (structure 14 of Scheme IV, where R 1 " 6 =H, 
X=NH) ( 1 .0 g, 4.7 mmol) in 50 mL of ethyl acetate was hydrogenated over 1 0% Pd/C (50 
mg) under an atmosphere of hydrogen for 1.5 hat rt giving, after filtration through Celite™, 
10 840 mg (100%) of 2-aminocarbazole. Data for 2-aminocarbazole: 1 H NMR (400 MHz, 
CDCI3) 7.94 (d.7 = 9.0, IH), 7.83 (d, J = 8.0. 1H). 7.80 (brs, IH), 7.35 (m, 2H), 7.15 (dd. 
J = 8.2. IH). 6.67 (d, J = 1.8, IH), 6.58 (dd, J = 9.0, 1.8. IH), 3.73 (br s. 2H). 

l,2-Pjhvdro-2,? 4-trimethvlindolon.2- g louinnlinP fComnoiind 144. strucmt* 1#> of Schema 
1 5 IV. where R '-6=H, X=NH); A solution of 2-aminocarbazole (structure 15 of Scheme IV, 
where R>-6=H, X=NH) (840 mg, 4.7 mmol) in 10 mL of acetone and one crystal (10 mg) of 
iodine was heated at 100°C for 14 h in a sealed tube. The acetone was removed in vacuo to 
afford a dark oil which was purified by silica gel chromatography (silica gel, hexane/ethyl 
acetate, 8:2) to afford 738 mg of Compound 144 and 121 mg of U-dihydro-2,2,4- 
trimethylindolo[2,3-/|quinoline (structure 17 of Scheme IV, where R'-6=h. X=NH) (71% 
combined yield). Data for Compound 144: *H NMR (400 MHz, CDCI3) 7.90 (d, J = 8.0, 
IH); 7.80 (brs, IH), 7.66 (br s, IH), 7.23 (brs, 2H). 7.12 (m. 1 H). 6.30 (br s, lH),5.32(br 
s, IH), 3.75 (br s, IH). 2.13 (s, 3H). 1.39 (s, IH). 

25 EXAMPLE 4S 

5-r3lhYl-|.2-dihYdro-? , ? , 4-trimethvlindolof2.3-/1ouinoline (Camp o, ^ 1 4S. strucn.re 29 of 
Scheme Vni where Rl-^H p7 =F n 

To a suspension of sodium hydride (60% in mineral oil, 16 mg. 0.405 mmol) in 1 mL of 
THF at 0°C was slowly added l^-dihydro-2^.4-trimethylindolo[23-y] quinoline (structure 
30 28 of Scheme VIII, where Rl-6=H) (30 mg, 0.1 16 mmol) in 1 mL of THF and the resulting 
mixture was stirred at 0°C for 30 minutes. Iodoetbane (9.3 mL, 0.1 16 mmol) was added 
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dropwise via a microsyringe and the reaction mixture was brought to it and stirred for 16 h. 
The reaction was quenched with I mL of water and extracted with 10 mL of ethyl acetate. 
The organic phase was dried (Na2S04) and concentrated in vacuo to a residue that was 
purified by flash chromatography (silica gel, hexane/ethy! acetate, 9:1) which gave 27 mg 



5 (81 %) of Compound 145. Data for Compound 145: *!! NMR (400 MHz* CDCI3) 7.81 (d, 
J = 7. 1 , 1 H), 7.63 (d, J = 8. 1 ; 1 H); 7.34 (d, J = 8.0, 1 H); 7.25 (br s, 1 H); 7. 1 2 (apparent t, J 
= 7.4, 1H); 6.51 (br s. 1H); 5.38 (br s, 1H); 4.25 (q, J = 7.0. 2H); 4.22 (br s, 1H); 2.16 (s, 
3H); 1.26 (s, 6H); 0.91 (t, J = 7.0, 3H). 



6-(3-ChlorophenvlV1.2-dihvdro-2.2.4-trimethvIquinoline (Compound 146. structure 4 of 
gchemg JI, where R^^hloreph^YO 

This compound was prepared according to General Method 2 (EXAMPLE 9) from 
Compound 9 (91 mg, 0.29 mmol) and 3-bromochlorobenzene (33.6 mg, 0.29 mmol). The 

1 5 crude product was isolated and purified by silica gel chromatography (50 mL silica, 5% 
ethyl acetate/hexane) and PTLC (reverse phase, 1000 Jim plate, 95% methanol/water) to 
yield 54 mg (81%) of Compound 146. Data for Compound 146: *H NMR (400 MHz, 
acetone-d6) 736 (d, J = 4.0, 1H); 7.50 (d, J = 8.0, 1H); 7.34 (apparent t, J = 8.0. 1H); 7.31 
(d, J = 4.0. 1H); 7.24 (dd, J = 8.0, 4.0, 1H); 7.23 (dd, J = 8.0, 4.0, 1H); 6.57 (d, J = 8.0, 

20 1 H); 5.60 (s. 1 H); 2.03 (s, 3H); 1 .27 (s, 6H). 



6-(3.5'Difluorophenyn-1.2-dihydro-2.2.4>trimethvlquinoline (Compound 147. structure 4 of 
Schgms M, where H^3.5sliflMQrprti^Yl) 

25 This compound was prepared according to General Method 2 (EXAMPLE 9). From 
Compound 9 (59.7 mg, 0.19 mmol) and l-bromo-3,5-difluorobenzene (21.6 mL, 0.19 
mmol, Lancaster) a crude reaction mixture was isolated and purified by HPLC (reverse 
phase, semi-preparative column, 85% methanol/water) to yield 5.6 mg of Compound 147 
and 0.9 mg of Compound 148 (EXAMPLE 48) (8% combined yield). Data for Compound 

30 147: *H NMR (400 MHz, acetone-d6) 7.34 (d, J = 2.2. 1H); 7.28 (dd, / = 8.4, 2.3, 1H); 
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7.19(m.2H); 6.80(m. IH); 6.57 (d„/ = 8.3. lH);5.47(s, IH); 5.38 (s. lH);2 04(s 3H) 
1.28 (s,6H). 



EXAMPLE 48 

6K3-FlMproph Bn Y>V1.2-<«Mro-? 7 . 4-tri methvlnuinol ine fComnonnH i 4 g stmr,.,™. „ »f 
Scheme n where SlzMyglBBliaBi) 

This compound was obtained along with Compound 147 as described above (EXAMPLE 
47). Data for Compound 148 1HNMR (400 MHz, acetone-d 6 ) 7.45 (d. J =8.0 IH) 
7.35 (m, 2H); 7.26 (dd, J = 7.7. 2.2. 1H) ; 7. 1 0 (d, J = 2.0, IH); 7.03 (dd, J = 8. 1. 2.0. IH) 
6 54 (d. J = 8.2. IH); 5.35 (s. IH); 5.29 (s. IH); 1.97 (s. 3H); 1.28 (s. 6H). 

EXAMPLES 

1.2.DihYdro.? 7 4.trim„hvl-6. M pyridyDnninoline rromnounrf m , - f e. r „ rmf 

n. where Rl=4- PY p/<yl) 

This compound was prepared according to General Method 2 (EXAMPLE 9) from 
Compound 9 (23.8 mg, 0.07 mmol) and 4-bromopyridine hydrochloride (14.5 mg, 0.07 
mmol, Aldrich). The crude product was isolated and purified by silica gel chromatography 
(75 mL silica, 5% ethyl acetate/hexane) and recrystaUized twice (hexane/CH 2 CI 2 . then 
Et 2 0) to aflFord 7.3 mg (40%) of Compound 149. Data for Compound 149 *H NMR 
(400 MHz. acetone-dtf 8.59 (d, J = 6.0. 2H); 7.55 (m, 2H); 7.45 (d, J = 2.2. IH); 7 40 (dd 
J = 8.3. 2.1, IH); 6.60 (d. J = 8.2. IH); 5.40 (s, IH); 2.06 (s, 3H); 1.30 (s, 6H) 

EXAMPLE *a 

6r(3-Cvan 0 phenvl)-l ?^,hvdro-2 2 4-trimethvl 0 uinnlin» ^ "rr~ ind ISO , rf 

30 Scheme n. where R 1=1^,^^,^ 
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This compound was prepared according to General Method 2 (EXAMPLE 9) from 
Compound 9 (81.4 mg, 0.26 mmol) and 3-bromobenzonitrile (46.6 mg, 0.26 mmol, 
Lancaster). The crude product was isolated and purified by silica gel chromatography (75 
mL silica, 5% ethyl acetate/hexane) to afford 51.6 mg (74%) of Compound 150 as pale 
yellow crystals. Data for Compound 150: 1 H NMR (400 MHz, acetone-ds) 7.94 (d, J = 
1.1, 1H); 7.88 (m, 1H); 7 56 (m, 2H); 7.38 (d, J = 2.2, 1H,); 7.31 (dd, J = 8.3, 2.2, 2H); 
6.59 (d, J = 8.3, 1H); 5.42 (s, 1H); 5.38 (s, 1H); 2.01 (s, 3H); 1.28 (s, 6H). 

EXAMPLE 51 

6^3 m S-DichlorophenvlVL2^hvdro-2.2.4-trimethvl ouinoline (Compound 151, structure 4 of 
Scheme H. where R^3.5>dichlorophenvh 

This compound was prepared according to General Method 2 (EXAMPLE 9) from 
Compound 9 (40.4 mg, 0.13 mmol) and l-bromoO,5-dicriloroberizene (28.7 mg, 0.13 mmol, 
Aldrich). The crude product was isolated and purified by silica gel chromatography (75 mL 
silica, 5% ethyl acetate/hexane) to afford 32 mg (79%) of Compound 151 . Data for 
Compound 151 : *H NMR (400 MHz, acetone-d6) 7.53 (d, J = 1 .8, 2H); 7.34 (d, J - 1 .8, 
1H); 7.27 (m, 2H); 6.57 (d, J = 8.3, 1H); 5.38 (s, 1H); 2.04 (s, 3H); 1 28 (s, 6H). 

EXAMPLE 52 

6^2.3-Pffluorophefiviyi.2-^ (Compound 152 structure 4 of 

Scheme H where Rl=2 3-difluoroohenvn 

This compound was prepared according to General Method 2 (EXAMPLE 9) from 
Compound 9 (28.7 mg, 0.09 mmol) and l-bromo-2,3-difluorobenzene (10 uL, 0.09 mmol, 
Aldrich). The crude product was isolated and purified by silica gel chromatography (75 mL 
silica, 5% ethyl acetate/hexane) to afford 16 mg (62%) of Compound 152. Data for 
Compound 152: 1 H NMR (400 MHz, acetone-d6) 7.21 (m, 5H); 6.57 (d, J = 8 3, 1 H); 
5.37 (s, 1H); 1.99 (s, 3H); 1.28 (s, 6H). 
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EXAMPIF^ 

l , ?.pihvdro. ? ? ^mrngthYl^fp^flnorpphenY^np^ne (Compou nd jS3 «nw^ , & 
Scheme n where Rl°p»n tafluornpti«MiYt) 

This compound was prepared according to General Method 2 (EXAMPLE 9) from 
Compound 9 (55.3 mg, 0 17 mmol) and 1-bromopentafluorobenzene (21.7 mL, 0. 1 7 mmol 
Lancaster). The crude product was isolated and purified by silica gel chromatography (75 
mL silica, 5% ethyl acetate/hexane) to afford 2.5 mg (5%) of Compound 153 Data for 
Compound 153: 1 H NMR (400 MHz, acetone-d 6 ) 7. 1 1 (d,J = 1 .2. 1H); 7 03 (dd J = 
8 0. 1.6. 1H); 6.60 (d, J = 8.3. 1H); 5.57 (s. 1H); 1.95 (s, 3H); 1.29 (s, 6H). 

EXAM PI .T. 34 

1.2-DjMro-? ? 4.tri me thvl-6.r4-.trifl„orn a( .^ V ^ v , hr =„, ine frnmp _„ 
Structure 4 of frhem* n where Rl=4^trifl.,^ , cetvhnhmvl> 

This compound was prepared according to General Method 2 (EXAMPLE 9) from 
Compound 9 (49., mg. 0.15 mmol) and ^bromo-^-trifluoroacetophenone (23 5 uL 
0.15 mmol. Aldrich). The crude product was isolated and purified by silica gel 
chromatography (75 mL silica, hexane) to afford 50 mg (94%) of Compound 154 Data for 
Compound 154: 1 H NMR (400 MHz, acetone^) 8.06 (dd. J = 8.5. 0.8, 2H.); 7 80 (dd 
J- 8.6, 17 , 2H) ; 7.4, (m> 2H); 5.4, ( s , ,H); 4.97 (s. ,H); 2.04 ( s , 3H); 1.27 (s, 6H) 

EXAMPT.F 

1.2-Pjhydro-?7 4-Tri m ethYl.6.n 3-Tnrrimid.S.v.y^ f r.^- ptMH ^.^^ 
Scheme n where RM s.pypr^ 
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This compound was prepared according to General Method 2 (EXAMPLE 9) from 
Compound 9 (74.4 mg, 0.23 mmol) and 5-bromopyrirnidine (37.1 mg, 0.23 mmol, Aldrich). 
The crude product was isolated and purified by recrystallization (Et20/hexanes) to afford 2. 1 
mg (4%) of Compound 155. Data for Compound 155: *H NMR (400 MHz, acetone-d6) 
5 8.97 (s, 1H); 8.94 (s, 2H); 7.39 (d, J - 1 .9, 1H); 7.32 (dd, J - 8.4, 2.2, 1H); 6.63 (d, J = 
8.3, 1H); 5.39 (s, 1H); 2.05 (s, 3H); 1.29 (s, 6H). 

EXAMPLE 56 

10 6^3^yanophenvlVK2-3.4>tetrahvdro>2.2.4>trimethvlquinoline (Compound 156. structure 5 
pf Scheme I wh^re R 1 =3>cyanophenyl) 

A dry 10 mL r.b. flask was charged with Compound 150 (EXAMPLE 50) (16.7 mg, 0.06 
mmol) and 0.5 mL ethyl acetate. To this solution 10% Pd/C (20 mg) was added. The flask 

15 was stirred under an atmosphere of hydrogen for 1 h. The reaction was then purged with 

nitrogen until all of he hydrogen had been removed from the flask. The product mixture was 
filtered through a plug of cotton and Celite™ to remove the solids, rinsing with ethyl acetate 
(50 rnL). The crude material was purified by HPLC (reverse phase, ODS semi-preparatory 
column, 85% methanol/water, 3.0 mlVmin) The major peak was isolated and identified as 

20 Compound 156 (1 8 mg, 1 1%) by NMR. Data for Compound 156: *H NMR (400 MHz, 
acetone-d6) 7.93 (d, J - 1.3, 1H); 7.88 (m, 1H); 7.55 (m, 2H); 7.51 (d, 7-14, 1H); 7.28 
(dd, J = 8.7, 1.4, 1H); 6.59 (d, J - 8.4, 1H); 2.95 (m, 1H); 1.80 (dd, J = 12.8, 5.4, 1H), 
1 .39 (m, 4H); 1 .25 (s, 3H); 1 19 (s, 3H). 

25 EXAMPLE 57 

5.8-Pifluorc-1.2-dihvd^^ (Comp ound 157. structure 

16 of Scheme IV. where R2=R5=R r3~R4=r6=h, X=CH 2 1 

30 4.7>Difluoro-2-fluorenamine (Namkung, M. J.; Fletcher,T. L.; Wetzel, W. H. Derivatives of 
Fhiorene. XX. Fluorofluorenes. V. New Difluoro-2-acetamidofluorenes for the Study of 
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Carcinogenic Mechanisms. J. Med. Chem. 1965, *. 551-554, the disclosure of which is 
herein incorporated by reference). To a 25 mL round-bottomed flask containing 4,7- 
difluoro-9-oxo-2-fluorenamine (EXAMPLE 32) (158.5 mg, 0.686 mmol) in 4.25 mL glacial 
acetic acid was added red phosphorous (425 mg, 13.7 mmol, 20 equiv) and 57% aqueous HI 
(0.5 1 mL). The mixture was heated to reflux for 40 h, then evaporated to near-dryness by 
distillation. Boiling water (S mL) was added, and the hot mixture was filtered Upon 
addition of 10% NH4OH (20 mL), a white precipitate formed, and was filtered, washed with 
water, and dried under vacuum to afford 127 mg (85%) of 4.7-difluoro-2-fluorenamine as a 
whhe solid. mpll9-120°C(lh.mpll9.5-121oC). Data for 4.7-difluoro-2-fluorenamine »H 
NMR (400 MHz, CDCI3) 7.70 (dd, J = 8.4, 5.2, 1 H), 7. 1 5 (dd, J = 9.0, 2.0, 1 H). 7 03 
(appdt,./- 9.0, 2.C1H), 6.63 (s,lH),6.39(dd,y= 1 1.6, 1.7, 1 H), 3.83 (s, 2 H) 3 80 
(brs,2H). 

0 

S.S.pifluoro., ?.dihvdrft-2?4-trimrthvli,,d enofl 7-rfnni noline rCn mp »,.,,H |S7 ^ lrr 
16 vfS chen lf |V where R^3 =F R 3 =P 4 =R 6 =H This compound was prepared 

by General Method 3 from 4,7-difluoro-2-fluorenamine (127 mg, 0.58 mmol). Purification 
by flash column chromatography (silica gel, hexanes / ethyl acetate, gradient elution) 
afforded 42 mg (24%) of the less polar angular Compound 158 (EXAMPLE 58) as a yellow 
oil, along with 63 mg (36%) of the more polar Compound 157 as a white solid. Data for 
Compound 157: >H NMR (400 MHz, CDC1 3 ) 7.68 (dd„ J = 8.4, 5 3 1 H, 9-H), 7. 12 (dd. 
J = 8 8, 2.3, 1 H, 6-H). 7.00 (apparent dt, J = 9.1, 2.3, 1 H. 7-H). 6.44 (s, 1 R 1 1-H), 
5.30 (s, 1 H, 3-H), 3.86 (br s, 1 H, Nfl), 3.78 (s. 2 H. 10-H). 2.22 (dd, J = 6.7, 15 3 H, 4- 
CH 3 ), 128[s,6H.2-(Cff3)2]. 

EXAMPLE S» 

7J0-Pffl wr0 . 1 ?. dihY< | r0 .2 ? 4-tpm g thvKndenp.2 l-r1n,unoHn^r» mp »» ld lsg 
12 of Scheme TV wher* R^ frS^ rs^r^r^h x=th 7 ) 

Compound 158 was obtained along with Compound 157 as described above (EXAMPLE 
57). Data for Compound 158. >H NMR (400 MHz, CDCI3) 7.69 (dd, J = 8.3, 5.3, 1 H. 6- 
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H), 7. 11 (dd, J = 8.7, 2.4, 1 H, 9-H), 7.09 (apparent dt, 7 = 9. 1, 2.4, 1 H, 7-H), 6.23 (d, J 
= 1 1 .0, 1 H, 1 1-H), 534 (s, 1 H, 3-H), 4.08 (s, 2 H, 5-H), 3.84 (br s, 1 H, N//), 2.23 (s, 3 
H, 4-C// 3 ) f 1.26 [s, 6 H, 1-i£Hjh\ 



1.2-Dihvdro-2.2.4-trimethvU5^umarinof3.4>/)quinoline (Compound 159. Scheme DO 

The intermediate 2-nitro-3,4-benzocoumarin was prepared by a modified literature 
procedure. See J. Org, Ckem,, U.S. SR., 15 (3), 503 (1979), the disclosure of which is 
herein incorporated by reference. To a flask charged with 2-biphenyicarboxylic acid (5 g, 25 
mmol) was added 7 mL of 70 % nitric acid and the resulting yellow slurry was stirred at rt 
for 30 min. To this slurry 20 mL of fuming nitric acid was introduced dropwise, giving rise 
to a clear yellow solution. The reaction mixture was stirred at rt for 1 5 h, and was then 
poured into ice water (100 mL). The crude mixture was extracted with ethyl acetate (3 x 60 
mL) and the combined extracts were washed with water (2 x 20 mL) and brine (2 x 20 mL). 
Removal of solvent under reduced pressure afforded a crude yellow solid, which was a 2: 1 
mixture of two regioisomers The mixture of the dinitrobiphenylcarboxylic acids was 
dissolved in 80 mL of DMA and the solution was heated at reflux for 1 2 hours. The reaction 
was cooled to rt and diluted with 20 mL of water. The desired product precipitated from the 
solution upon standing at rt overnight. Filtration of the mixture afforded 2 .9 g (50%) of 2- 
mtro-3 ,4-benzocoumarin, which was used directly in next reaction without further 
purification. 2-NitroO ,4-bertzocoumarin (2.9 g, 12 mmol) was dissolved in 600 mL of ethyl 
acetate and treated with 10% Pd/C (1.0 g, 0.94 mmol) and stirred under a hydrogen balloon 
for 24 h. Filtration of the catalyst and removal of solvent afforded 2.2 g (86%) of 2-amino- 
3 ,4-benzocoumarin as a yellowish solid. An Ace-Thred pressure tube charged with 2-amino- 
3,4-benzocoumarin (2.2 g, 10.4 mmol), iodine (0.8 g, 3.1 mmol) and acetone (150 mL) was 
sealed. The tube was heated in an oil bath at 80-120 °C for 24 h and then cooled to rt. The 
dark reaction mixture was concentrated under reduced pressure and the crude residue was 
purified by silica gel chromatography (hexane/EtOAc, 4/1) to give 1 .5 g (50%) of 
Compound 159 as a yellow solid. Data for Compound 159: mp 190-191 °C; IR (KBr) 



EXAMPLE 59 
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3352, 2966, 2924, 1712, 1626, 1450, 1356, 1251, 1205; »H NMR (400 MHz, CDC1 3 ) 7.90 
(d, J = 7.8, 1 H), 7.78 (d, J - 8.4, 1 H), 7.38-7.22 (m, 3 H), 7.01 (d, 7 = 8.4, 1 H), 5.58 
(s, 1 H), 4.3 1 (br s, 1 H), 2. 12 (s, 3 H), 1.33 (s, 6 H); 1*C NMR (100 MHz, CDCI3) 160 3, 
150.5, 145.7, 132.4, 131.6, 128.4, 124.2, 122.0, 121.4, 121.2. 119.3, 118.4, 117.2, 50.8, 
29.9, 28.6; Anal. Calcd for C19H17NO2: C, 78.33; H, 5.88; N, 4.81. Found: C, 78.19; H, 
6.12; N, 4.52. 

EXAMPLE 60 

(/^^?>BwWl-1.2-dihvdro-2.2.4>trimethvM//-ch r omenor3 4-/lq U inoline (Compound 1 6ffi, 
Structure 32 of Scheme D C where R=n-burvn 

GENERAL METHOD 5; Preparation of compound s of structure* 32 and 33 from 
Compound 159, This transformation involved a two step sequence, addition of a 
nucleophile (either a commercial reagent or prepared in situ from a metal-halogen exchange 
reaction), followed by reduction of the resulting cyclic hemiacetal. To a solution of an aryl 
bromide compound in THF (0. 1-0.3 M) at - 78 °C was slowly added 1 . 1 equiv of /i-BuLi 
(as a hexane solution) and the resulting reaction mixture was allowed to stir at -78°C until 
the anion was formed. A yeDow solution (0.2-0.5 M) of Compound 159 in THF was 
cannulated into the above solution and the resulting dark red mixture was slowly allowed to 
warm. As soon as the red color faded (around - 30 °C), the reaction was quenched with 
water to give a light yellow solution. The reaction mixture was extracted with ethyl acetate 
and the combined extracts were washed with brine. Removal of solvent under reduced 
pressure and purification of the crude residue on a silica gel column using a 1 :3 mixture of 
ethyl acetate and hexane as ehients afforded the hemiacetal intermediate as a yellow oil. To 
a solution of the hemiacetal intermediate in dichloromethane (0. 1 M) at - 78°C was added 5- 
10 equiv of trifluoroacetic acid and triethylsilane (or, alternatively, 2-3 equiv of boron 
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trifluoride etherate and 5-6 equiv of triethylsilane) and the resulting slurry was allowed to 
warm to rt, giving rise to a dark green solution. The mixture was allowed to stir at rt or 
reflux in some cases, until the reaction went to completion. The reaction was then quenched 
with 5% NaOH (aq) and was extracted with ethyl acetate. The combined extracts were 
5 washed with brine and concentrated. The crude mixture was purified on a silica gel column 
using a 1 : 5 mixture of ethyl acetate and hexane as eluents, affording the desired product in 
moderate yield. A second silica gel chromatography was needed in several cases to remove 
the silane oxide and/or separate the isomers of structures 32 and 33 using a 1 :2 mixture of 
dichloromethane and hexane as eluents. 

10 f/?/SV5-But vl- 1 .2^ihvdro-2^.4-trimethvN5tf-chromenor3.4-/lQuinoline ( Compound 160. 
structure 32 of Scheme IX where R=K-butvn This compound was prepared by General 
Method 5 from /i-BuLi (I.6M, 0.2 mL) and Compound 159 (50 mg, 0. 1 7 mmol) to afford 
40 mg (71 %) of Compound 160 as a colorless oil. Data for Compound 160: IR (neat) 
3388, 2980, 1593, 1468 and 1435 cnr»; *H NMR (400 MHz, CDC3 3 ) 7.62 (d, J = 7.8, 1 

15 H), 7.44 (d, J = 8.3, 1 H), 7.14 (t, J = 7.8, 1 H), 6.98 (t, J = 7.8, 1 H), 6.92 (d, J = 7.8, 1 
H), 6.59 (d, J = 8.3, 1 H), 5.88 (dd, J = 9.8, 3.1,1 H), 5.49 (s, 1 H), 3.88 (br s, 1 H), 2.25 
(s,3H), 1.90-1.79 (m, 1 H), 1.55-1.25 (m, 5 H), 1.28 (s, 3 H), 1 .20 (s, 3 H), 0.84 (t, J = 7.3, 
3H). 

20 EXAMPLE 61 

f/?/SV 1 .2-Dihvdm-2.2.4-trim ethvl-5-phen vl-5JJ-<:hromenor3.4-flqumoline (Compound 161. 
structure 32 of .Scheme IX. where R^ohenvH 

This compound was prepared by General Method 5 (EXAMPLE 60) from bromobenzene 
(0. 1 5 mL, 1 .4 mmol) and Compound 159 (50 mg, 0. 1 7 mmol) to afford 1 5 mg (25%) of 
25 Compound 161 as a colorless oil, along with 6 mg ( 1 0%) of Compound 162 (EXAMPLE 

62). Data for Compound 161: *H NMR (400 MHz, CDCI 3 ) 7.53 (d, / = 7.8, 1 H). 7.50 (d, 
J = 8.2, 1 H), 7.22-7.12 (m, 5 H), 7.00 (t, J m 7.8, 1 H), 6.92 (s, 1 H), 6.88 (t, J = 7.8, 1 
H), 6.83 (d, J = 7.8, 1 H), 6.69 (d, J = 8.2, 1 H), 5.46 (s, 1 H), 3.92 (br s, 1 H), 1 .99 (s, 3 
H), 1.29 (s.3H), 1.26 (s, 3 H). 
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EXAMPLE 61 

W^2;M-Tetnuivdro-2.2-d^^ 

flqujnoline (Compound 162. stn.m,re 33 offighflBg *X whe^ P^ -y.) ^~*~ 
This compound (6 mg, 10%) was obtained along with Compound 161 as described above 
(EXAMPLE 61). Data for Compound 162: »H NMR (400 MHz. CDCI 3 ) 7.53 (d, J = 7.3, 
1 H), 7.5 1 (d, J = 8.4, 1 H), 7.24-7. 12 (m, 5 H). 6.97 (t, / = 7.3, 1 H). 6.87 (t. J = 7.3, 1 H) 
6.80 «L J = 7.3, 1 H), 6.64 (s, 1 H), 6.59 (d, J = 8.4. I H). 4.93 (s, 1 H), 4.64 (s. 1 H) 4 09 
(brs, 1 H).2.44(d./ = 12.1. 1 H).2.18(d.y= 12.1. 1 H). 1.34 (s. 3 H) and 1.13 (s.3H) 



g 



EXAMPLE <S3 
^^4-Chl 0 rophrnylH2Kl ihvdro.2 . ? ^^ ^ 

^ Compound 163 structure 32 of .Scheme IX u,h,- r R = 4-chlom r h,.n Y | > 
This compound was prepared by General Method 5 (EXAMPLE 60) from 4- 
bromochlorobenzene (1.4 g, 7 mmol) and Compound 159 (0.5 g. 1.7 mmoJ) to afford 0.27 
(40%) of Compound 163 as a white solid, in addition to 60 mg (9%) of Compound 164 
(EXAMPLE 64). Data for Compound 163: mp 139-140^; IR (KBr) 3371. 2964. 1593 
1469. 1435 cm"; »H NMR (400 MHz, acetone-d*) 7.59 (d. J = 7.8. 1 H). 7.56 (d. J = 8 4 
1 H),7.24(d./= 9.1.2H).7.21 (d. J = 9. 1 . 2 H). 6.98 (t, / = 7.8. 1 H).6.92(s. 1 H) 
6.86(t.y= 7.8. 1 H),6.83 (d.7= 8.4. 1 H). 6.77 (d. 7 = 7.8. 1 H).5.54(brs. 1 H).5.48 
20 (s. 1 H). 1 .99 (s. 3 H). 1 .26 (s. 3 H). 1 .24 (s, 3 H). 

EXAMPLE 64 

W^5-f4-Ch1oro Phf nYl) .l 7 3 4 tetrahYdnv? 7-dimrthvl^hv,^ . p 

flquinoline (Compound 164 nructure aa of ^Hne DC wh^ P-4-chlomnh.nvi) 
This compound (60 mg. 9%) was obtained along with Compound 163 as described above 
(EXAMPLE 63). Data for Compound 164: lH NMR (400 MHz. CDCI3) 7.53 (d. / = 7 7 
1 H), 7.5 1 (d. J = 8.3. 1 H). 7. 1 8 (d. J = 8.7, 2 H). 7. 1 5 (d. J = 8.7. 2 H). 6.99 (t. 7 = 7.7, l' 
H), 6.90 (t. J = 7.7. 1 H). 6.79 (d. J = 7.7. 1 H). 6.59 (s. 1 H). 6.58 (d. J = 8.3. 1 H). 4.93 
(s.lH).4^9(s.lH).4.09(brs.lH).2.43(d.J= 12.3, 1 H). 2.18 (d,/= 12.3 1 H) 134 
30 (s.3H)1.13(s.3H). 
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EXAMPLE 65 

Wtt-5-(4-Fluorophenvl V 1 ^^ihvdro-2.2.4>trimethvl>5//^hrom e nor3.4>nQuinoHn e 
(Compound 165, structure 32 o f Scheme IX. where R=4-fluorophenvtt 
This compound was prepared by Genera] Method 5 (EXAMPLE 60) from 4- 
5 fluorophenylmagnesium bromide (1.0 M in THF, 1 mL) and Compound 159 (30 mg, 0. ] 
mmol) to afford 1 5 mg (38%) of Compound 165 as a colorless oil. Data for Compound 
165: IR(KBr) 3360, 2962, 1707, 1601, 1506, 1469, 1221, 1157 cm-'; *H NMR (400 
MHz, acetone-a^) 7.60 (d, J = 7.8, 1 H), 7.56 (d, J = 83, 1 H), 7.26 (dd, J = 8.7, 5.7, 2 H), 
6.98 (t, J = 8.7, 2 H), 6.97 (t. J = 7.8, 1 H), 6.92 (s, 1 H), 6.87 (UJ= 7.8, 1 H), 6.83 (o\ J = 
10 8.3, 1 H), 6.76 (d, J = 7.8, 1 H), 5.54 (br s, 1 H), 5.47 (s, 1 H), 1 .99 (s, 3 H), 1 .26 (s, 3 H), 
1.24 (s,3H). 

EXAMPLE 66 

TO-M4-Acetvlrtocnv1V1.2^ 

15 (Compound 166. structure 32 of Schem e IX. where R=4-acetvlphenvh 

This compound was prepared by General Method 5 (EXAMPLE 60) from 2-(4- 
bromophenyl)-2-methyl- 1 ,3-dioxane (2 1 9 mg, 1 .0 mmol) and Compound 159 (30 mg, 0. 1 
mmol) to afford 4.5 mg (10%) of Compound 166 as a colorless oil. Data for Compound 
166: *H NMR (400 MHz, acetone-d*) 7.83 (d, J = 8.3, 2 H), 7.60 (d, J = 7.6, 1 H), 7.57 

20 (d, J = 8.4, 1 H), 7.36 (d, J = 8.3, 2 H), 6.99 (s. 1 H), 6.98 (t, J = 7.6, 1 H), 6.89-6.79 (m, 
3 H), 5.56 (br s, 1 H), 5.50 (s, 1 H), 2.49 (s, 3 H), 2.00 (s, 3 H), 1 .28 (s, 3 H), 1 .25 (s, 3 H). 

EXAMPLE 67 

(R/Sh 1 ^>Dihvdro-2^.4-trimeth vl>5>(4>methvlDhenvl V5//-chromenor3.4>f1quino1ine 
25 (Compound 167. structu re 32 of Scheme IX. where R=4-methvlphenvn 

This compound was prepared by General Method 5 (EXAMPLE 60) from 4-bromotoluene 
(171 mg, 1 .0 mmol) and Compound 159 (20 mg, 0.07 mmol) to afford 15 mg (58%) of 
Compound 167 as a colorless oil. Data for Compound 167: 1R (KBr) 3362, 2964, 1707, 
1593, 1469, 1437, 1259, 1 169 cm 1 ; *H NMR (400 MHz, acetone-^) 7.58 (d, J = 7.9, 1 
30 H), 734 (d. J = 8.5, 1 H), 7. 10 (d, J = 8.0, 2 H), 7.00 (d, J = 8.0, 2 H), 6.97 (t, J = 7.9, 1 
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H), 6.89 (s, 1 H), 6.84 (d, J = 7.9. 1 H). 6.8 1 (d, / = 8.5, 1 H), 6.75 (d, J = 7.9. 1 H). 5.47 
(bs. 1 H). 5.45 (s. 1 H). 2.19 (s. 3 H). 1.99 (s. 3 H ), 1.25 (s. 3 H). 1.23 (s. 3 H). 

EXAMPLE 68 

W^-l,2-iahYdr<vW4-methoxvphe^ 

(Compound 168. structure 32 of Scheme IX. whe^ R^-methoxvph^nyl) 
This compound was prepared by General Method 5 (EXAMPLE 60) from 4-bromoanisole 
(187 mg, 1.0 mmol) and Compound 159 (10 mg, 0.03 mmol) to afford 2.5 mg (10%) of 
Compound 168 as a colorless oil. Data for Compound 168: *H NMR (400 MHz. acetone- 
d6)7.59(d.y= 7.7. lH).7.54(d.y= 8.4. 1 H). 7.13 (d. J = 8.7. 2 H), 6.95 (t. J = 7.7, 
IH).6.87(s,lH).6.86(d,y= 7.7. I H). 6.81 (d, J = 8.4, 1 H), 6.75 (d. J - 8.7. 2H), 
6.74(,.y= 7.7, 1 H),5.47(brs. 1 H).5.45(s. 1 H), 3.69 (s. 3 H), 1.99(s.3H). I.25(s,3 
H), 1.23 (s, 3 H). 

15 EXAMPLE 69 

f^ | ,2-DihYdro-7 , ?4-trimethvl-5-^ — [V 
/Iquinoline (Compound 169. S m,rt, w % 2 of Scheme TV where R=4- 
ftrifluommftthY|} r h f n Y i) 

This compound was prepared by General Method 5 (EXAMPLE 60) from 4- 
20 bromobenzotrifluoride (130 mg, 1.0 mmol) and Compound 159 (20 mg, 0.07 mmol) to 
afford 10 mg (35%) of Compound 169 as a colorless oil. Data for Compound 169: »H 
NMR (400 MHz, acetone-d*) 7.61-7.56 (m. 4 H), 7.45 (d. J = 8.3, 2 H), 7.01 (s, 1 H). 6.97 
(aW= 7.7. 1 H). 6.86(t„/= 7.7, 1 H),6.8S(<L7 = 8.4. 1 H),6.81 (d,J= 7.7, 1 H),5.57 
(br s, 1 H), 5.49 (s, 1 H), 1.99 (s, 3 H ). 1.27 (s. 3 H), 1.25 (s, 3 H). 



25 



30 



EXAMPLE 70 

(^la-DiMro-a^frir^^ 

(Compoypd 17Q, structure 30 of Scheme IV w here R=rt.innhen.<Uv|) 
This compound was prepared by General Method 5 (EXAMPLE 60) from 3- 
bromothiophene (163 mg. 1.0 mmol) and Compound 159 (8 mg, 0.03 mmol) to afford 1.1 
mg ( 1 1 %) of Compound 170 as a colorless oil. Data for Compound 170: »H NMR (400 
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MHz, acetone-d6) 7.60 (d, J = 7.3. 1 H), 7.54 (d, J = 8.4, 1 H), 7.31 (dd, J = 5.0. 3.0, 1 
H), 7.08 (d, J = 5.0, 1 H), 6.98 (t, J « 7.3, 1 H), 6.93 (s, 1 H), 6.89 (t, J = 7.3, 1 H), 6.88 
(d, J m 3.0, 1 H), 6.79 (d, J = 8. 1 , 2 H), 5.48 (br s, 1 H). 2.06 (s, 3 H), 1 .25 (s, 3 H), 1 .24 
(s,3H). 

5 

EXAMPLE 71 

M-1.2-Dihvdi^2:2.4-trinrethvl -5^ 

(Compound 171, structure 32 of Scheme IX. where R=4-methvlphenvl) 
This compound was prepared by optical resolution of Compound 167 via HPLC using a 
10 chirai column. Chiracel OD-R, using a 9: 1 mixture of methanol and water as the mobile 
phase. The optical purity of Compound 171 was determined by HPLC to be > 99% e.e.\ 
[a]*o D = -246(MeOH). 

EXAMPLE 72 

15 (-V5-(4-Chlorophenvlll.2-dihvdr^^ 

fCpmppfind 172, structure 3? qf Scheme where Jfc^hlQrppheTivt) 
This compound was prepared by optical resolution of Compound 163 via HPLC using a 
chirai column. Chiracel OD-R, using a 9: 1 mixture of methanol and water as mobile phase. 
The optical purity of Compound 172 was determined by HPLC to be > 99% e.e. \ [a]^ = - 

20 254 (MeOH). 

EXAMPLE 73 

f/KSV 1 .2-Dihvdro-2.2.4-trinrethv^^ 

(Compound 173 t structure 32 pf SdlfilM P£, whqre Rtrj-rntthylptanvl) 
25 This compound was prepared by General Method 5 (EXAMPLE 60) from 3-bromotoluene 
(171 mg, 1 .0 mmol) and Compound 159 (15 mg, 0.05 mmol) to afford 3.6 mg (19%) of 
Compound 173 as a colorless oil. Data for Compound 173: *H NMR (400 MHz, acetone- 
d6) 7.59 (d, J = 7.8, I H), 7.54 (d, J = 8.4, 1 H), 7.10-6.94 (m, 5 H), 6.89 (s, 1 H), 6.85 (d, 
J = 7.8. 1 H), 6.82 (d, J m 8.4, 1 H), 6.77 (d, J = 8.0, 1 H), 5.49 (br s, 1 H), 5.46 (s, 1 H), 
30 2.19 (s, 3 H), 2.00 (s, 3 H ), 1 .26 (s, 3 H), 1 .24 (s, 3 H). 
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EXAMPLE 74 

taurine (Compound 174 stn^ m 34nf.^ T v wh.n> R^.^^..^ 
Hydrogenation of Compound 163 (15 nig, 0.04 mmol) in the presence of 10% PdVC (10%) 
• afforded !2 mg (80%)of (™^0-5-(4-chlon^^ 

5^hromeno[3.4-/Jquinoline as a white solid in addition to 1.1 mg (7%) of Compound 176 
(EXAMPLE 76) as a white solid. The enantiomers of (W^/)-5-(4^hlorophenyl)- 
U3.4-tetrahydro-2^.4-trimethy|-Jff-chromeno[3,4-y]quinoline were resolved via HPLC 
using a chiral column, Chiracel OD-R, using a 9: 1 mixture of methanol and water as mobile 
phase (0.55 mL/min). A 1 Omg sample of (/^/.5/)-5-(4^h>o ro pheny, VI ,2.3.4-tetrahydro- 
2A4-tnmemyl-5^hromeno[3,4-y]quinoli„eafforded3.1mgofthefirsteluting ( + ) 
enantiomer (Compound 174) (24 min), and 3.0 mg of the second eluting, (-) enantiomer 
(Compound 175. EXAMPLE 75) (30 min). The optical purity of Compound 174 was 
determmedbyHPLCtobe>99%e.,. Data for Compound 174: mp,58-159°C- 'HNMR 
(400 MHz.acetone.de) 7.63 (d, J =7.8. 1 H), 7.53 (d. y = 8.5, . H). 7.24 (s. 4 H) 6 94 ( U J 
= 7.8, 1 H). 6.87 (t, J = 7.8. 1 H). 6.76 (d, J = 8.5, 1 H), 6.68 (d, J = 7.8. 1 H). 6.51 (s, , H) 
5.10(brs.IH),3.25(m.lH),,.89(dd,y= 13.5. 6.4. . H). 1.76 (dd./= ,3.5.44 I H) ' 
1.30(s.3H)...21(s.3H).0.83(d,y= 7.3.3H); «C NMR (100MHz, CDC1 3 ) .506 ' 
144.5, ,38.6. ,34.0. 130.9. 130.5, ,28.4, ,27.6. ,24.9. 123.2. 122.2. ,2,.9. ,20.2 1,8 0 ' 
1 15.8. 74.5. 50.0. 44.3, 31.6. 313, 27.5. 22.8. [a]*> D = + 287 (MeOH). 

EXAMPLE 7S 

( -)^,5f)-5^hlorvPhenvlV, ? 1 4-tetrahvH^ J ^ ri methvl- W-^ ^p , 
/Iqujnoline (Compound 175, struct,,^ ^4 of SH.^ v ^ ^ Mntm y,^ 
This compound was prepared by resolution of (^W/)-5-(4^hloropheny,)-,.23.4- 
tetrahydro-2^.4-trime m yl-J//^hromeno[3.4./Jquinoline as described above (EXAMPLE 
74) via HPLC using a chhal column. Chiracel OD-R, using a 9. , mixture of methanol and 
water as mobile phase. The optica, purity of Compound 175 was determined by HPLC to be 
> 95% e.e.\ [a]a> D _•. 2 60 (MeOH). 
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EXAMPLE 76 



WS-4/^«y5-f4-Chlorophenvl VI ■2.3.4-tetrahvdro -2.2.4.trimethvl-5//-chmm^nnn A. 
flquinoline (Compound 176. structure 35 of Scheme X. where R=4-chlorophenvn 
This compound (1.1 mg, 7%) was obtained along with (JMS-4i,50-S-(4-chIorophenyl)- 
5 1 ,2,3,4-tetrahydro-2,2 ,4-trimethy l-J//-chromeno[3,4-./]quinoline as described above 

(EXAMPLE 75). Data for Compound 176: *H NMR (400 MHz, CDCI3) 7.S4 (d, J = 7.6, 
1 H), 7.47 (d, J = 8.4. 1 H), 7. 1 5 (d. / = 6.5, 2 H). 7. 1 0 (d. J = 6.5. 2 H), 7.01 (t, / = 7.6, 1 
H). 6.89 (t, / . 7.6, 1 H). 6.83 (d. J = 7.6, 1 H). 6.59 (d, J = 8.4, 1 H), 6.47 (s, 1 H), 3.73 (br 
s, 1 H). 2.82 (m, 1 H), 1 .76 (dd, J = 13.5, 7.0, 1 H), 1 .73 (dd, 7 = 1 3.5, 4.5, 1 H), 1 .46 (d, J 
10 = 7.1.3H), 1.36(s.3H), 1.19(s.3H); "CNMR(l00MHz,CDCI 3 ) 150.5,143.9,138.4, 
134.0, 130.3. 129.4, 128.6. 127.6. 124.2. 122.6. 122.1, 119.6. 1 18.0. 1 15.4, 74.4. 50.1, 42.9. 
32.2.31.8.27.3.22.3. 



15 (W.?)-5-(3-Chlorophenvn- 1 .2-dihvdro-2. 2.4-trimethvl.5//-<:hromennr3.4-/lQ U inolinft 
(Compound 177. structure 32 of Scheme IX. where R=3-chlorophenvn 
This compound was prepared by General Method 5 (EXAMPLE 60) from 3- 
bromochlorobenzene (195 mg, 1.0 mmol) and Compound 159 (20 mg, 0.07 mmol) to afford 
14 mg (52%) of Compound 177 as a colorless oil, along with 2.3 mg (7%) of Compound 

20 178 (EXAMPLE 78) as a colorless oil. Data for Compound 177: »H NMR (400 MHz, 
acetone-d6) 7.61 (d, J = 7.8, 1 H), 7.57 (d, J = 8.4, 1 H). 7.28-7. 1 8 (m, 4 H), 7.00 (t, J = 
7.8, 1 H). 6.95 (s, 1 H), 6.89 (d, J = 7.8, 1 H), 6.84 (d, J = 8.4. 1 H), 6.82 (d, / = 8.1, 1 
H), 5.58 (br s, 1 H). 5.49 (s, 1 H). 2.01 (s. 3 H), 1 .27 (s, 3 H), 1.25 (s, 3 H). 

25 EXAMPLE 78 

(/y^5-(3-ChlomnhenvlVlJ>.3.4-tetrah^ 

flquinoline (Compound 178. structure 33 of Sch eme IX. where R=3-chloronhenvn 
This compound (2.3 mg. 7%) was obtained along with Compound 177 as described above 
(EXAMPLE 77). Data for Compound 178: >H NMR (400 MHz, acetone-d6) 7.61 (d. J = 
30 6.7, 1 H). 7.59 (d, J = 8.6, t H), 7.29-7.20 (m, 4 H). 6.98 (t, J = 6.7. 1 H). 6.88 (t, J = 6.7, 1 



EXAMPLE 77 
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H), 6.79 (d, J = 6.7. 1 H), 6.77 (d, / = 8.6. 1 H). 6.62 (s. 1 H). 4.99 (s, 1 H). 4.59 (s. | H). 
2.41 (d.J = 12.2. 1 H),2.27(d,y = 12.2. 1 H). 1.35(s.3H). 1.13(s.3H). 

EXAMPLE 79 

f/yyVS^BrppophenvD-l ,2-dihvdro.2.2.4-tri me thvl- W-rt. n mieni»n d-fl ^.^ 

iCompopnd 179, stn.cm.re 32 of Scheme IX. where r^.k ms compound 

was prepared by General Method 5 (EXAMPLE 60) from 1 ,4-dibromobenzene (250 mg, 1 .0 
mmol) and Compound 159 (20 mg, 0.07 mmol) to afford 16 mg (54%) of Compound 179 as 
a colorless oil. along with 2.5 mg (8%) of Compound 180 (EXAMPLE 80) as a colorless 
oil. Date for Compound 179: »H NMR (400 MHz. acetone-d*) 7.58 (d. J = 7.8. 1 H). 7.55 
(d. J = 8.4. 1 H), 7.39 (d. J = 8.5. 2 H). 7. 16 (d. J = 8.5, 2 H). 6.98 (t. J = 7.8. 1 H). 6.90 (s, 
1 H). 6.86 (U = 7.8, 1 H), 6.83 (d. J = 8.4. 1 H). 6.77 (d. J = 7.8. 1 H). 5.54 (br s. 1 H), 
5.47 (s. 1 H). 1 .99 (s. 3 H). 1 .26 (s.-3 H). 1 .23 (s, 3 H). 

EXAMPLE 80 

/^incline (Compound 180. stn.cn.re 33 of Sch> m , i v . where R=4.h r ^ yl) 

compound (2.5 mg. 8%) was obtained along with Compound 179 as described above 
(EXAMPLE 79). Data for Compound 180: lH NMR (400 MHz, acetone-dfi) 7.61 (d. J = 
6.3. 1 H). 7.59 (d, J = 8.7. 1 H). 7.41 (d, J = 8.5. 2 H). 7.19 (d. / = 8.5. 2 H). 6.95 (t. J = 
6.3. 1 H). 6.86 (t, J = 6.3. 1 H). 6.75 (d. J = 8.7. 1 H). 6.57 (s. 1 H). 4.97 (s, 1 H). 4.80 (s. 1 
H). 2.40 (d. J = 12.2, 1 H), 2.26 (A, J = 12.2. 1 H). 1.34 (s. 3 H). 1.1 1 ( s . 3 H). 

EXAMPLE 81 

W^WPronwphenYlH .2-dihvd ro .2.2.4.trin W . rt ,vl. 5 ^hmm ft non 4 J fl OJ ljnoji ne 
(Compound Iff structwe 32 of S cheme TX. where R g 3 .bromonh.,nvn This compound 
was prepared by General Method 5 (EXAMPLE 60) from 1,3-dibromobenzene (250 mg. 1.0 
mmol) and Compound 159 (15 mg. 0.05 mmol) to afford 13 mg (60%) of Compound 181 as 
a colorless oil. along with 2.0 mg (9%) of Compound 182 (EXAMPLE 82) as a colorless 
oil. Data for Compound 181: IR (neat) 3364. 2962. 1699. 1591. 1469, 143cm-l; 'H NMR 
(400 MHz. acetone-dfi) 7.61 (d. J = 7.8. I H). 7.57 (d, J = 8.4. 1 H). 7.38 (s. 1 H). 7.36 (d. J 
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= 8.5, 1 H), 7.26 (d f J = 6.6, 1 H), 7.19 (t, J « 7.8, 1 H) t 7.00 (t, J = 8.3, 1 H), 6.98 (s, 1 H), 
6.81-6.90 (m, 3 H), 5.60 (br s. 1 H), 5.50 (s. 1 H), 2.01 (s, 3 H), 1.27 (s, 3 H), 1.25 (s, 3 H). 

EXAMPLE 82 

5 (ft/Sl-5-(3-Bromophenvl V 1 .23.4-tetrahvdn>-2.2^imcthvM^ 

flguinoline fComoound 182. structure 33 of Sch eme IX. where R=3-bromophenvl> This 
compound (2.0 mg, 9%) was obtained along with Compound 181 as described above 
(EXAMPLE 81). Data for Compound 182: lH NMR (400 MHz, CDC1 3 ) 7.55 (d, J s 7.9, 
1 H), 7.51 (d, J = 8.4, I H), 7.28 (d, J = 8.0,1 H), 7.12 (d, J = 7.9, 1 H), 7.05 (d, J = 7.8, 1 
10 H), 7.01 (t, J = 7.8, 1 H). 6.92 (U / = 7.4, 1 H), 6.82 (d. J m 8.0, 1 H), 6.60 (d, / = 8.5, 1 

H), 6.59 (s, 1 H), 4.95 (s, 1 H), 4.58 (s, 1 H), 2.43 (d, J = 12.3, 1 H), 2.19 (d, J = 12.3. 1 H), 
1.32 (s, 3 H). 1.14 (s, 3 H). 

m 

EXAMPLE 83 

15 (/^-5-(3,4-Dich)orQ P ^^ 

(Compound 183. structure 32 of Scheme IX. where R=3.4-dichlorophenvn This 
compound was prepared by General Method 5 (EXAMPLE 60) from 1 -bromo-3,4- 
dichlorobenzene (226 mg, 1.0 mmol) and Compound 159 (20 mg, 0.07 mmol) to afford 8.7 
mg (30%) of Compound 183 as a colorless oil. Data for Compound 183: l H NMR (400 

20 MHz, CDCI 3 ) 7.53 (d, J = 7.8, 1 H), 7.50 (d\ J = 8.3, 1 H), 7.28-7.22 (m. 2 H), 7.20-7.12 
(m, 2 H), 6.92 (t, J = 7.5, 1 H), 6.85 (d, J m 8.2, 1 H), 6.83 (s, 1 H), 6.71 (d, J = 8.4, 1 H), 
5.48 (s, 1 H), 4.0 (br s, 1 H), 1 .97 (s, 3 H), 1 .30 (s, 3 H), 1 .26 (s, 3 H). 

p^MTkS84 

25 f/g/S>5-n-Bromo-2-pvridvn- 1 .2-dihvd ro-2^.4-trim ethvl-5ff-chromenof 3.4-flquinolinc 

(Compound 184. structure 32 of Scheme IX. where R=3-bromo-2-pvridvn This compound 
was prepared by Genera! Method 5 (EXAMPLE 60) from 2,6-dibromopyridine (237 mg, 1 .0 
mmol) and Compound 159 (20 mg, 0.07 mmol) to afford 20 mg (67%) of Compound 184 as 
a colorless oil. Data for Compound 184: lH NMR (400 MHz, acetone-d$) 7.63 (dd, J = 

30 7.8, 1 .5, I H), 7.54 (d, J = 8.5, 1 H), 7.52 (d, J = 7.8, 1 H). 7.39 (d, J = 7.9, 1 H), 7. 1 3 (d, J 
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= 7.6, I H). 7.03 (t. J = 7.6. 1 H), 6.92-6.80 (m. 4 H), 5.52 (s, 1 H), 5.48 (s, 1 H), 2.03 (s, 3 
H), 1.25 (s,3H), 1.24 (s, 3 H). 



EXAMPLE 85 

(/y5)-| , 2-P i hYdro-5-hYdroxv-2^.4-trimethvl-5//-chmm e n or3.4.nq U in»1inerCoinp n,.n^ 
185. struc ture 46 of Scheme XIV. where R '=R2=H1 

To a yellow solution of Compound 159 (20 mg, 0.07 mmol) in 1 mL toluene at -78 °C was 
added 0.10 mL of DmALH (1.5 M in toluene, 0.075 mmol) and the resulting solution was 
stirred at -50 ± 10 °C for 20 min. The reaction was quenched with water (1 mL) and was 
extracted with ethyl acetate (2x5 mL). Removal of solvent and chromatography of the 
crude residue on a silica gel column using 20% ethyl acetate/hexane as eluents provided 6 
mg (30%) of Compound 185 as a colorless oil. Date for Compound 185: J H NMR (400 
MHz, CDC1 3 ) 7.7 1 (d, J = 7.5, 1 H), 7.53 (d, J = 8.4, 1 H), 7.19(1, 7= 7.5. I H), 7.08 (t, J 
= 7.5. 1 H). 7.07 (d, J = 8.4. 1 H). 6.85 (d, J = 5.8. 1 H), 6.70 (d. J = 7.5, 1 H). 5.52 (s. 1 
H). 3.92 (br s. 1 H). 2.94 (d, J = 5.8. 1 H), 2.37 (s. 3 H). 1.32 (s. 3 H), 1.20 (s. 3 H). 

EXAMPLE 86 

WE)- 1 ^-DihYdro-2.2.4-trimethYl-5-methoxv-5W^hmTn e nor3.4-flqi l inoli ne fComp nimH 
186. structure 47 of Scheme XIV. where R'=R2=H x=q. R^neflyjj 
To a solution of Compound 185 (25 mg, 0.085 mmol) in MeOH (7 mL) was added a 
catalytic amount of p-toluenesulphonic acid (-0.25 mg) and the solution was allowed to stir 
at rt for 5 min. The reaction mixture was quenched with a 10% NaOH solution (0. 1 mL) 
then partitioned between EtOAc (10 mL) and water (3 mL). The organic layer was 
separated and washed with water (3 x 1 mL) and brine (3 x I mL) then dried (Na 2 S0 4 ) and 
concentrated in vacuo . The crude product was purified on a 20 x 20 cm. 250 pm. TLC 
plate, eluting with 25% EtOAc: hexane to afford 8.2 mg (32%) of Compound 186 as a 
colorless oil. Data for Compound 186: Rf = 0.28 (silica gel, 25% EtOAc: Hexane); *H 
NMR (400 MHz, CDCI3) 7.69 (d. J = 7.7, 1 H). 7.48 (d, J = 8.3. 1 H). 7.15 (t. J = 7.7. 1 
H). 7.05 (m. 2 H). 6.65 (d, J = S3, 1 H). 635 (s, 1 H), 5.50 (s, 1 H). 3.90 (br s. 1 H). 3.49 
(s, 3 H). 2.28 (s, 3 H), 1 .33 (s, 3 H), 1 .28 (s. 3 H). 
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EXAMPLE 87 

rflASV 1 ^-Dihvdro-2.2.4-rjimeth vl-5-pro^ (Compound 
187. structure 47 of Sche me XIV. where R^R^H. X=Q. R^-ptopvI) 
This compound was prepared in a manner similar to that of Compound 186 (EXAMPLE 86) 
5 from Compound 185 ( 1 2 mg) and n-propanol to afford 7.2 mg (57%) of Compound 187 as a 
colorless oil. Data for Compound 187: Rf = 0.43 (silica gel, 25% EtOAc: hexane); *H 
NMR (400 MHz, CDCI3) 7.68 (d, J = 7.7, 1 H), 7.49 (d, J = 8.3, 1 H), 7.17 (t , J = 7.6, 1 
H), 7.05 (m, 2 H), 6.65 (d, J = 8.4, 1 H), 6.42 (s, 1 H), 5.50 (s, 1 H), 3.90 (br s, 1 H), 3.84 
(dt, J o 9.2, 6.7, 1 H), 3.54 (dt, J = 9.3, 6.8, 1 H), 2.28 (s, 3 H). 1 .49 (m, 2 H), 1 .33 (s, 3 
10 H), 1 . 18 (s, 3 H), 0.77 (t, J = 7.4, 3 H). 

EXAMPLE 88 

(/y5V5-AHvl-1.2-dihvdro-2.2.4-triire^ (Compound 188. 

structure 48 of Scheme XIV, where R*=R*=R4=RS=R6=H) 

15 To a solution of Compound 186 ( 1 2 mg, 0.04 mmol) in dichloromethane ( 1 .5 mL) at 0° C 
was added allyltrimethylsilane (0.005 mL, 0.062 mmol) and TMSOTf (0.01 mL, 0.057 
mmol) under nitrogen. The reaction was stirred 5 h at rt. The reaction mixture was 
concentrated in vacuo and purified on a 5x20 cm, 250 jiM, TLC plate, eluting with 25 % 
EtOAc in hexane to afford 2.3 mg (18%) of Compound 188 as a colorless oil. Data for 

20 Compound 188: Rf = 0.50 (silica gel, 25% EtOAc: Hexane); *H NMR (400 MHz, acetone- 
do) 7.67 (d, J = 7.4, 1 H). 7.49 (d, J = 8.3, 1 H), 7.12 (t, J = 7.4, 1 H), 6.98 (t, J = 7.4, 1 
H), 6.87 (d, J = 7.4, 1 H), 6.70 (d. J = 8.3, 1 H), 5.96-5.85 (m, 2 H), 5.52 (s, 1 H), 5.04 (s, 
1 H), 5.00 (d, / = 8.6, 1 H), 2.54 (m, 1 H), 2.25 (m, 4 H), 1.27 (s. 3 H), 1.18 (s, 3 H). 

25 EXAMPLES? 

(ft/^1.2-Dihvdro-2^.4-trime (Compound 189. 

structure 32 of Sche me IX. where R=n-propvl) 

This compound was prepared by General Method 5 (EXAMPLE 60) from a 2.0 M solution 
of allylmagnesium chloride (0.2 mL, 0.4 mmol) in THF and Compound 159 (25 mg, 0.086 
30 mmol) to afford 5.0 mg ( 1 8%) of Compound 189 as a yellow oil. Data for Compound 189: 
Rf = 0.27 (silica gel. 25% EtOAc: Hexane); *H NMR (400 MHz, CDCI3) 7.59 (d, J = 7.7, 
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10 



15 



1 H). 7.43 {A, J st 8.4, 1 H), 7.13 (t, J = 7.7, I H), 6.98 (t, / = 7.7, 1 H), 6.91 (d, J = 7.7. 1 
H), 6 .57 (d, J = 8.4. 1 H), 5.89 (d, J = 10.4, 1 H), 5.49 (s, 1 H). 3.90 (br s. 1 H), 2.25 (s, 3 
H). 1 .84 (m, 2 H), 1.49-1.35 (m, 2 H), 1 .29 (s, 3 H). 1 .20 (s. 3 H), 0.89 (t, / « 7.4. 3 H). 

EXAMPLE 9ft 

(/^l.2-Dihvdro-3,2/Mrimethvl-5-f2^ 

190. structure 32 nf Sche me IX. wheiy R=2-pvridvn 

To a solution of Compound 184 (10 mg. 0.023 mmol) in I mL of THF at - 78 °C was added 
a 1 .0 M hexane solution of n-BuLi (0.05 mL, 0.07 mmol). giving rise to a yellow then dark 
red solution. The mixture was allowed to stir for 15 min and was quenched with water (1 
mL). The mixture was extracted with ethyl acetate (2 x 10 mL) and the combined extracts 
were concentrated. Chromatography of the crude mixture on a silica gel column using 10- 
30% ethyl acetate / hexane as eluents afforded 7 mg (86%) of Compound 190 as a colorless 
oil. Data for Compound 190: >H NMR (400 MHz. acetone-d 6 ) 8.48 (dd, J = 5.4. 1.8, 1 
H), 7.61 (dd. J = 7.8. 1.6. 1 H), 7.57 (td, J = 7.8. 1.8, 1 H), 7.54 (d, J = 8.3. 1 H). 7.16- 
7.13 (m. 2 H). 6.99 (td. J = 7.8. 1.6. 1 H). 6.93 (s, 1 H). 6.88 (td, J = 7.9, 1.0, 1 H), 6.80 
(d. J— 8 J. I H), 6.77 (dd. J = 7.9, 1.1. 1 H). 5.48 (bs, 1 H), 5.44 (s, 1 H). 1.98 (s, 3 H). 
1.23 (s. 3 H), 1.22 (s, 3 H). 



EXAMPLE 9} 

(*/^H3-FJuorPFhgnv)H . 2wiifrvdrP-^^ 

(Compound 191. structure 32 aLggfeang TV where R=3.n»» mp h^ Y f f 
This compound was prepared by General Method 5 (EXAMPLE 60) from l-bromo-3- 
fluorobenzene (175 mg. 1.0 mmol) and Compound 159 (20 mg, 0.07 mmol) to afford 12 mg 
(47%) of Compound 191 as a colorless oil, along with 1.5 mg (6%) of Compound 192 
(EXAMPLE 92) as a colorless oil. Data for Compound 191: »H NMR (400 MHz, acetone- 
dfi) 7.60 (d. J = 7.9, 1 H). 7.57 (d, / = 8.4. 1 H). 7.26 (td. J = 7.9. 5.9. 1 H). 7.06 (d, / = 
7.1. 1 H). 7.01-6.81 (m, 8 H). 5.58 (br s, 1 H), 5.49 (s, 1 H). 2.02 (s, 3 H), 1.27 (s. 3 H). 1.25 
(s,3H). 



WO 96/19458 PCT/US95/16096 

150 

EXAMPLE 92 

(/Z/SV5-(3-F1uorophenvlVl . 2,3,4-tetrahvdro>2,2-dimcthvl-4>methvlidene-5H> 
chromenof3.4-rlQuinoline (Compound 192. structure 33 of Scheme IX. where R=3- 
fluorophenYl) 

5 This compound ( 1 .5 mg, 6%) was obtained along with Compound 191 as described above 
(EXAMPLE 91). Data for Compound 192: *H NMR (400 MHz, CDC1 3 ) 7.54 (d, J = 8.0, 
1 H), 7.51 (d, J = 8.5, 1 H), 7.15 (td, J m 7.9, 5.9, 1 H), 7.06-6.81 (m, 6 H), 6.61 (s, 1 H), 
6.59 (d, / = 8.0, 1 H), 4.94 (s, 1 H), 4.61 (s, 1 H), 2.43 (d, J = 12.3, 1 H), 2.19 (d, / = 
12.3, 1 H), 1.34 (s, 3 H), 1.14 (s, 3 H). 

10 

EXAMPLE 93 

(R/S)- 1 .2-Dihvdro-2.2.4-trimethvl-5-propvlm^ (Compound 

193. structure 47 of Sc heme XIV. where R'=R2=H. X=S. R3=n-propvn 

To a solution of Compound 185 (12 mg, 0.04 mmo!) in a 1:1 mixture of 1-propanethiol and 

1 5 methylene chloride (2 mL) was added 2 mg of p-TsOH at rt. The reaction was complete 
after 1 hour by TLC and was quenched with saturated aqueous NaHC03. The reaction 
mixture was extracted with EtOAc (2x10 mL) and the combined organic layers were 
washed with water and brine then dried over Na2S04. Removal of solvent in vacuo 
followed by purification on a 5x20 cm, 250 urn, TLC plate, eluting with 25% 

20 EtOAc:hexane, afforded 14 mg (99%) of Compound 193 as a yellow oil. Data for 

Compound 193: Rf = 0.43 (silica gel, 25% EtOAc: Hexane); *H NMR (400 MHz, acetone- 
d6) 7.69 (d, J = 7.6, 1 H), 7.49 (d, J = 8.4, 1 H), 7.16 (t , J = 7.6, 1 H), 7.05 (t, J = 7.6, 1 
H), 6.93 (d, J = 7.6, 1 H), 6.72 (d, J = 8.4, 1 H), 5 (s, 1 H), 2.79-2.73 (m, 1 H), 2.62- 
2.57 (m, 1 H), 2.47 (s, 3 H), 1 .70 (m, 2 H), 1 .25 (s, 3 H), 1 .20 (s, 3 H), 0.99 (t, J = 7.3. 3 

25 H). 

BXAMPHB94 

(MS)- 1 .2-Dihvdro-5-(3-methoxvphen vn-2.2.4-trimethvl-5f7K:hromenor3.4>rlQuinoline 
(Compound 194. structure 32 of Scheme IX. where R=3-methoxvphenvl) 
30 This compound was prepared by General Method 5 (EXAMPLE 60) from 3-bromoanisole 
(187 mg, 1 .0 mmol) and Compound 159 (20 mg, 0.07 mmol) to afford 2.6 mg (10%) of 
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Compound 194 as a colorless oil. Data for Compound 194: 1 H NMR (400 MHz, acetone- 
do) 7.59 (d, / = 7.8, 1 H), 7.55 (d, / = 8.4, 1 H). 7. 12 (t. J = 7.9. 1 H), 6.98 (t. J = 7.2, 1 
H). 6.91 (s, 1 H). 6.88-6.71 (m, 6 H), 5.52 (br s, 1 H), 5.47 (s, 1 H), 3.67 (s. 3 H), 2.03 (s, 3 
H), 1.26 (s, 3 H), 1.25 (s, 3 H). 

5 

EXAMPLE 95 

(R/S) U-Dihvdm-2.2.4-trimethvl-S-r3-ftrifl^ 

flouinoline (Compound 195. str ucture 32 of Scheme IX. where R=3- 
(trifluoromethvnphenvM 

10 This compound was prepared by Genera] Method 5 (EXAMPLE 60) from 3- 

bromobenzotrifluoride (225 mg, 1 .0 mmol) and Compound 159 (20 mg, 0.07 mmol) to 
afford 1 0 mg (34%) of Compound 195 as a colorless oil. Date for Compound 195: *H 
NMR (400 MHz, acetone-drf 7.61 (d. J = 7.6, 1 H), 7.60 (d, J = 9.0, 1 H). 7.56-7.45 (m, 4 
H), 7.04 (s, 1 H), 6.98 (t,J = 7.6, 1 H), 6.89-6.83 (m, 3 H), 5.60 (s, I H), 5.55 (s, 1 H), 2.02 

15 (s,3H), 1.27 (s, 6 H). 



EXAMPLE 96 

f^^)-5-(3-Fluorrv4- T nethvlDh e nvl V 1 .2-rtihvrim-7 ^.4-trimethvl- W-chrorrmnnr y _ 
flqujnoline (Compound 196, structure 32 of Scheme IX w here R=3.fl..nm^. me thvtnh*nvn 

20 This compound was prepared by General Method 5 (EXAMPLE 60) from 4-bromo-2- 

fluorotoluene (189 mg. 1.0 mmol) and Compound 159 (20 mg, 0.07 mmol) to afford 15 mg 
(56%) of Compound 196 as a colorless oil. Data for Compound 196: »H NMR (400 MHz, 
acetone-dfi) 7.60 (d. J = 7.8, I H). 7.56 (d, J = 8.4. 1 H). 7.08 (t, J = 7.9. 1 H). 6.98 (t. J = 
7.9, 1 H). 6.94 (d, J = 8.0. 1 H), 6.91 (s. 1 H). 6.90-6.80 (m. 4 H). 5.55 (br s. 1 H). 5.48 (s, 

25 1 H), 2.12 (s. 3 H), 2.01 (s, 3 H). 1.26 (s. 3 H), 1.24 (s, 3 H). 



EXAMPLE 97 

(fty)-5-f4-PromQ-3-pyridvl V 1 .2-dihvdro-2.2.4-trimethvl- W -chmtnenof 3 4-/1auinolin P . 
(Compound 197. stmcmre 32 of Schem e IX. where R=4-broTno-^- p vriH Y | ) 
This compound was prepared by General Method 5 (EXAMPLE 60) from 2,5- 
dibromopyridine (237 mg. 1 .0 mmol) and Compound 159 (20 mg, 0.07 mmol) to afford 7 
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mg (23%) of Compound 197 as a colorless oil. Data for Compound 197: *H NMR (400 
MHz. acetone-d 6 ) 8.24 (d, J = 5.2, 1 H), 7.62 (dd, J = 8.0. 1.3. 1 H). 7.57 (d, J = 8.4. 1 
H), 7.34 (s. 1 H), 7.27 (d, J = 6.5. 1 H). 7.06 (td. J - 7.4, 1.3, 1 H), 6.97 (s. 1 H), 6.94-6.88 
(m, 1 H), 6.86 (d, J = 8.4, 1 H). 5.68 (brs. I H). 5.55 (s, 1 H), 2.06 (s, 3 H). 1.29 (s, 3 H), 
5 1.28 (s, 3 H). 

EXAMPLE 98 

( JfrSl-l . 2-Dihvdro-2.2.4-trimethvl-5-(3-Dvridvn-5tf-chro nienol3.4-nauinoline (Compound 
198. structure 32 of Scheme IX. whe re R=3-pvridvn 

10 This compound was prepared in a manner similar to that of Compound 190 (EXAMPLE 
90), from Compound 197 (5 mg, 0.06 mmol) to afford 4 mg (quant) of Compound 198 as a 
colorless oil. Data for Compound 198: *H NMR (400 MHz. acetone-d^) 8.42 (m, 2 H), 
7.58 (dd. J = 7.7, 1 .3. 1 H), 7.56 (d, J = 8.4, 1 H), 7. 1 8 (d, J = 5.9, 2 H), 7.01 (t, J = 7.8, 
1 H). 6.95 (s, 1 H), 6.89-6.83 (m, 3 H). 5.61 (br s, 1 H). 5.52 (s. 1 H). 2.03 (s, 3 H). 1.28 (s. 

15 3H), 1.26 (s, 3 H). 

EXAMPLE 99 
H&^-S-f4-Chloro-3-fluorophenvlV1.2-dih^^ 

rtquinoline (Compound 199. structure 32 of Scheme IX. where R=4-chloro-3-fluorophenvl) 
20 This compound was prepared by General Method 5 (EXAMPLE 60) from 2-chloro-5- 

bromofluorobenzene (209 mg, 1.0 mmol) and Compound 159 (15 mg, 0.05 mmol) to afford 
13 mg (64%) of Compound 199 as a colorless oil. Data for Compound 199: *H NMR (400 
MHz. acetone-d*) 7.61 (dd, J = 7.7. 1.4. 1 H). 7.57 (d. J = 8.3, 1 H), 7.38 (t, J = 7.9. 1 H). 
7.13 (dd. J m 103. 1 .8, 1 H). 7.05 (t, J = 7.8, 1 H), 7.00 (dd, J = 7.7. 1 .3. 1 H). 6.93 (s, 1 
25 H). 6.91-6.81 (m, 3 H), 5.62 (br s. 1 H). 5.50 (s, 1 H). 2.02 (s, 3 H). 1.27 (s, 3 H). 1.25 (s, 3 
H). 



EXAMPLE 100 

( /g/51-1 .2-Dihvdro-2-2-43-tetramethvl-5//-chro menor3.4-flauinoline (Compound 200, 
30 structure 32 of Srfieme IX. where R=methvn 
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Th,s compound was prepared by General Method 5 (EXAMPLE 60) from Compound 159 
(8 mg) to afford 4.8 mg (63%) of Compound 200 as a yellow oil. Data for Compound 200 
Rf = 0.44 (silica gel, 25% EtOAc: hexane); 1h NMR (400 MHz. CDCI 3 ) 7 60 (d, J - 7 8 
IH).7.43(d.7» 8.4, 1 H), 7.15(1,./= 8.0, I H), 7.00 (t, J = 8.0, 1 H), 6.91 (d, / = 8 11 
H),6.57(d.y= 8.1, 1 H),6.60(d, J= 6.1. 1 H).5.49( S , 1 H).3.85(brs. 1 H), 2.26 (s, 3 ' 
H), 1 .38 (d, J = 6.6. 3 H). 1 .27 (s. 3 H). 1 .22 (s. 3 H). 



10 



15 



EXAMPT.F. 101 

™-l,?-r)ihYdriv5-heXYl-? ? ^trimrthv.-S/^hnv p A-fl^u^ ^- r . T , 

Structure 32 g£££h«n£ I X. wh^rr- w^.h < ,v Y ^ 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 159 

(8 mg) and 1-iodohexane ,0 afford 4.8 mg (63%) of Compound 201 as a ye.low oil Data 

for Compound 201: R f = 0.33 (silica gel, 25% E.OAc: Hexane); 1 H NMR (400 MHz 

CDCl 3 )7.59(d,y= 7.8. 1H). 7.43 (d.y= 8.3. 1 H), 7.12 (t../ = 7.6, 1 H), 6.98 (t, J = 

74. 1 H).6.9, (d,7= 7.7. 1 H).6.56(d,y= 8,. , H). 5.86 (d, y = 7.4. 1 H).5.49(s. 1 

H).2.25(s.3H). 1.83(m,2H), 1.41 (m.3H). 1.28(s.3H), 1 .20 (s, 3 H), 0.84 (t, y = 6.7. 
3 H)» 



EXAMPf F f in? 

^-Di nY dnv ? ? Primer hy| W tolS noP+rlnuinolin, rromoounH . „ 

Scheme IX where R=H^ 

To a solution of Compound 185 (EXAMPLE 85) (9.5 mg. 0.03 mmol) in methylene 
chlonde (5 mL) maintained at -78 °C was added triflooroacetic acid (10 mL) and 
iriethyisilane (25 mL). The reaction mixture was allowed to warm to rt. quenched with 1 N 
NaOH (3 mL), and partitioned between EtOAc (10 mL) and water (5 mL). The organic 
layer was washed with brine (3 x 3 mL), dried (Na 2 S0 4 ). filtered, and concentrated 
Purification by PTLC (250 urn, 10/1 hexane/EtOAc) afforded 4.6 mg (52%) of Compound 
202. Data for Compound 202: R f =0.36 (silica gel. 25% EtOAc: Hexane); 1 H NMR (400 
MHz, CDCI3) 7.58 (d, 7 = 8.0. 1 H).738(d.y= 83, 1 H).7.,5(,/= 8.0. 1 H).7.02(t 
30 J = 8.0. 1 H). 6.94 (d, J = 8.0. 1 H). 6.58 (d, J = 8.3. 1 H). 5.47 (s. 1 H). 5.32 (s. 2 H) 
3.90 (br s. 1 H ). 2. 10 (s. 3 H). 1 .27 (s, 6 H). 



20 
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EXAMPLE 103 

(WS)-1.2-Djhvdro-S-(3-methv)buw1V2^^^ 

(Compound 203. structure 32 of Scheme DC. where R=3-methvlhntvn 
This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 159 
5 (13 mg) and I -bromo-3-methylbutane to afford 1 mg (16%) of Compound 203 as a yellow 
oil. Data for Compound 203: TLC: Rf = 0.29 (silica gel, 25% EtOAc: hexane); J H NMR 
(400 MHz, CDCI3) 7.58 (d. J = 8.0, 1 H). 7.43 (d, J = 8.3, 1 H), 7.17 (t, 7= 8.1, 1 H), 
6.98 (t, J = 8.1, 1 H), 6.91 (d, J = 7.9, 1 H), 6.58 ( d, J = 8.0. 1 H), 5.8 1 (d, J = 8.9, I H), 
5.49 (s, 1 H). 3.90 (br s. 1 H), 2.24 (s, 3 H), 1.80 (m, 1 H), 1.44 (m, 2 H), 1.28 (m, 5 H), 
10 1.21 (s, 3 H), 0.79 (d. J = 6.2, 3 H), 0.70 (d, J = 6.2, 3 H). 

EXAMPLE 104 

(R/S)-5-< 4-Chlorobutvl V 1 -2^ihvdro-2J2.4-trime thvl-SH-chromenof3.4-r1auino1ir. e 
(Compound 204, structure 32 of Scheme IX. where R ^hlorohiitvh 

15 This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 159 
(8.3 mg) and l-bromo-4-chlorobutane to afford 2.2 mg (27%) of Compound 204 as a yellow 
oil. Data for Compound 204: Rf = 0.38 (silica gel, 25% EtOAc: Hexane); *H NMR (400 
MHz. CDCI3) 7.59 (d, J = 8.0. 1 H). 7.43 (d, J m 8.3. 1 H), 7.13 (t, J = 7.7, 1 H), 7.00 (t, 
J = 8.4. 1 H). 6.91 (d. J = 7.8. 1 H), 6.57 (d, / = 8.3. 1 H). 5.86 (d. J = 10.4. 1 H). 5.49 

20 (s. 1 H), 3.90 (br s. 1 H), 2.25 (s, 3 H), 1 .83 (m, 2 H), 1 .41 (m, 4 H), 1 .29 (s. 3 H), 1 .20 (s, 3 
H). 0.84(1,7= 7.3, 2 H). 

EXAMPLE 105 

(/y^-5-Benzvl-l^^ihvdro-2^.4-pMniemvl- 5ff^hromenor3.4-nquinoline (Compound 205. 

25 structure 32 of Scheme IX. where R=henzvh 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 159 
( 1 6.8 mg) and benzy 1 magnesium chloride to afford 2.6 mg ( 1 6%) of Compound 205 as a 
yellow oil. Data for Compound 205: TLC: Rf= 0.20 (silica gel. 25% EtOAc: Hexane); 
J H NMR (400 MHz, CDCI3) 7.66 (d, J = 7.8, 1 H), 7.48 (d, J m 8.4, 1 H), 7.30-7. 15 (m. 6 

30 H). 7.10 (t, J = 7.8. 1 H), 6.89 (d, J = 8.4, 1 H), 6.61 (d, J m 8.4. 1 H), 6.13 (dd, J = 10.2, 
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3.4. 1 H), 5.49 (s, 1 H), 3.92 (br s, 1 H), 3.1 1 (dd.7 = 14.6, 10.2, 1 H). 2.73 (dd. J = 14.6, 
3.4, 1 H), 2.31 (s, 3 H). 1 .54 (s, 3 H), 1 .29 (s. 3 H). 

EXAMPLE 10* 

(/y,y)-5-(4-BromobutvlV 1 .2-dihvdro-2-2 4.t ri meftvl-5//-ohro men on .^fl gujngQng 
(Compound 206. stmctiire 32 of Sche me IX. where R=4.hromnhnt Y l) 
This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 159 
(13.7 mg) and 1,4-dibromobutane to afford 6.0 mg (45%) of Compound 206 as a yellow oil. 
Data for Compound 206: R f = 0.22 (silica gel, 1 : 1 CH 2 Cl2/hexane); 1h NMR (400 MHz, 
CDC13) 7.59 (d. J = 8.0. 1 H), 7.44 (d, J = 8.3. 1 H). 7.12 (t, J = 7.7. 1 H). 6.98 (t, J - ' 
8.0. 1 H). 6.93 (d.J = 8.0. 1 H), 6.57 (d. / = 8.3. 1 H). 5.85 (d. J = 10.4. 1 H). 5.49 (s. 1 
H). 3.90 (s, 1 H). 2.25 (s. 3 H). 1.83 (m, 2 H). 1.41 (m, 4 H), 1.29 (s. 3 H). 1.20 (s. 3 H), 
0.84 (t,/= 7.3, 2 H). 



EXAMPLE 107 

9-F)upro-l 1 2-<1jhYdro.? ? 4. t pniCthvl-5-co» ma rinnn A./y Snoline .Comp nnnH gjg 
Structure 41 nf Ssfeg ne XT. wh m Rl = H. r2=t^ 

5-Flup r o.2-metho^YphenYlboronic acid (struct.™ 37 n f Schema YT where Rl=H ^2=^ 
In a 200-mL flask, a solution of 2-bromo-4-fluoroanisole (Aldrich: 4.00 mL. 30.8 mmol) in 
THF (50 mL) was cooled to -78°C (CO2/IPA). To this solution n-BuLi (Aldrich: 2.5 M in 
hexanes; 12.4 mL, 31 mmol, 1.0 equivuiv) was added dropwise over a 30 min period. The 
reaction mixture was stirred at -78°C for 60 min and treated with trimethylborate (Aldrich: 
105 mL, 92.4 mmol, 3.0 equivuiv). The reaction mixture was allowed to slowly warm to rt, 
stirred overnight (12 h), and cooled to 0 °C (ice/H 2 0). The solution was treated with 5% 
HQ until the pH reached 6. The reaction mixture was poured into sat d NH4CI (80 mL) and 
extracted with CH2CI2 (3 x 100 mL). The extracts were washed with sat'd NH4CI (1 x 80 
mL), combined, dried (MgS0 4 ), filtered through a pad of Celite™, and concentrated to 
afford 4.90 g (94%) of a white semi-solid. Data for S-fluoro-2-methoxyphenylboronic acid: 
*H NMR (400 MHz, acetone-de): 7.47 (dd. J = 8.8. 3.3. 1 H); 7. 17 (m. 1 H); 7.05 (dd. J = 
30 9.0.3.9.1H);3.93(s,3H). 
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Methvl f5^fluorc>-2^metfaoxv^ni tTD-2>biphenvl^rfaoxv1ate (structure 39 of Scheme XI. 
where R*=H. r2=F) In a 250-mL flask, a solution of methyl (2-bromo-5-nitro)benzoate 
(Compound 38, Scheme XI) (Aldrich: 5.00 g, 19.2 mmol) in DME (60 mL) was treated 
with tetrakis(triphenylphosphine)palladium (Aldrich: 0.67 g, 0.58 mmol, 3.0 mol%). The 
5 reaction mixture was stirred at rt for 10 min. A solution of 5-fluoro-2- 

rhethoxyphenylboronic acid (4.90 g, 29 mmol, 1.5 equivuiv) in EtOH (8 mL) was added, 
followed by 2.0 M Na2C03 (29 mL, 58 mmol, 3 equivuiv). The reaction mixture was 
heated to 80 °C for 6 h, cooled to it, poured into 2.0 M Na2CC>3 ( 1 00 mL), and extracted 
with EtOAc (3 x 100 mL). The extracts were washed with brine (3 x 100 mL), combined, 

10 dried (MgS04), filtered, and concentrated to an orange oil. Purification by SGC 

(hexane/EtOAc, 10/1) afforded 425 g (72%) of methyl (5 , -fluoro-2 , -methoxy-4-nitro-2. 
biphenyl)carboxylate as a yellow-orange solid. Data for methyH5'-fluoro-2 , -methoxy-4- 
nitro-2-biphenyl)carrx>xyIate: *H NMR (400 MHz, CDCI3) 8.73 (d, J = 2.4, 1 H); 8.39 
(dd, J = 8.3, 2.4, 1 H); 7.49 (d, J m 8.3, 1 H); 7.09 (td, J m 8.5, 3.1,1 H); 7.00 (dd, J = 

15 8.5, 3.1, 1 H); 6.85 (dd, J - 8.9, 3.2, 1 H); 3.76 (s, 3 H); 3.70 (s, 3 H). 

5 , -Fluoro-2-methoxv-4-nitro-2-biphenvlcarboxvlic acid In a 200-mL flask, a solution of 
methyl (5 , -fluon>*2 , -methoxy-4-nitro-2-biiAcnyl)<^rbo (4.24 g, 13.9 mmol) in THF 
(50 mL) was cooled to 0 °C (ice/JfeO) and treated with EtOH (10 mL) and 20% KOH (10 

20 mL). The reaction mixture was allowed to warm to it and stirred overnight, acidified to 

pHIO (pH paper) with 10% HC1, and extracted with EtOAc (3 x 75 mL). The extracts were 
washed with brine (1 x 80 mL), combined, dried (MgS04), filtered, and concentrated to 
afford 3.68 g (91%) of 5 , -fluoro-2'-rnethoxy-4-nitro-2-biphenylcarboxylic acid as a yellow 
solid. Data for 5 , -fluoro-2 , -methoxy-4-nitro-2-biphenylcarboxylic acid: *H NMR (400 

25 MHz, acetone-ck): 8.68 (d.J = 2.6. 1 H); 8.46 (dd, J = 8.5, 2.6, 1 H); 7.68 (d. / = 8.5, 1 
H); 7.16 (m, 2 H); 7.05 (dd, J = 8.8. 4.4, 1 H); 3.73 (s, 3 H). 

6-Fluoro-2-nitfo-3.4-benzocoiimarin In a 250-mL flask, a suspension of 5 , -fluon>2- 
methoxy-4-nitro-2-biphenylcarboxylic acid (3.60 g, 12.3 mmol) in dichloroethane (30 mL) 
was treated with SOCI2 (0.92 mL, 12.6 mmol, 1.0 equivuiv) and heated to a gentle reflux 
30 for 90 min. The reaction vessel was cooled to 0 °C (ice/H20) and A1C13 (0.91 g, 6.8 mmol, 
0.55 equivuiv) was added portion-wise. The reaction mixture was allowed to slowly warm 



10 
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to rt, stirred 5 h. and quenched with 5% HQ (100 mL). The crude product was extracted 
with EtOAc (4 x 1 50 mL). The extracts were washed with sat'd NH4CI ( 1 x 1 00 mL), 
combined, dried (MgS0 4 ), filtered, and concentrated to afford 3.19 g (quant) of 6-fluoro-2- 
nitro-3.4-benzocoumarii, as a yellow solid. Data for 6-fluoro-2-nitro.3.4-benzocoumarin: 
lHNMR(400MH2.DMSO^): 8.84(d,/ = 2.3, 1 H); 8.67 (m, 2 H); 8.40 (d, J s 9.2, 1 
H);7i5(m,2H). 

2-Amino-6-f|iioro-3.4-ben7ocoumarin istni cture 40 of Srheme XI. wh* re R »=H, p2=p) In 
a 500-mL flask, a suspension of 6-fluoro-2-nitro-3,4-ben20coumarin (3. 18 g, 12.2 mmol) in 
EtOAc (300 mL) was treated with 10% Pd/C (2.0 g) and AcOH (0.2 mL), and stirred under 
an atmosphere of H 2 for 1 h. The reaction mixture was filtered and the solids rinsed with 
acetone (200 mL). Concentration of the filtrate afforded 2.19 g (78%) of 2-amino-6-fluoro- 
3.4-benzocoumarin as a yellow solid. Data for 2-amino-6-iluorx>-3,4-benzocoumarin: Ifl 
NMR (400 MHz. acetone-^): 8.09 (d. J = 8.6, 1 H); 7.86 (dd, J = 9.8. 3.0. 1 H); 7.55 (d. 
J = 2.6. 1 H); 7.33 (dd. J = 9.2, 4.9. 1 H); 7.28 (dd, J = 9.2. 2.6. 1 H); 7.17 (dt, J = 3 0 
9.0). 



20 



9-FlUOro-l , 2-dihYdm-? 7 fcttjm^SJsagBUjn^ 3 J 4 J fla B j n0 Ji lle f ComnonnH ^7 
structure 41 of ^ ^ where pJi-H P2-F) In a 200-mL resealable pressure tube, a 
suspension of 2-airuno-6-nuoro-3,4-benzocoumarin (1.10 g) in acetone (100 mL) was 
treated with iodine (Aldrich: 0.50 g) and heated to 1 10 °C for 32 h. The reaction mixture 
was cooled to rt, concentrated to remove the bulk of the acetone, and dissolved in CH 2 C1 2 
(200 mL). The organic layer was washed with 0.5 N Na 2 S 2 0 3 (2 x 200 mL) and sat'd 
NaHCOj (1 x 100 mL). The aqueous layers were extracted with CH2CI2 (2 x 100 mL). 
The combined organic layers were dried (K 2 C0 3 ). filtered, and concentrated to afforded an 
orange solid. Purification by SGC (hexane/EtOAc. 5/1) afforded 0.51 g (34%) of 
Compound 207 as a bright yellow solid. Data for Compound 207: *H NMR (400 MHz, 
acetone-d*) 7.96 (d. / = 8.6, 1 H); 7.83 (dd, J = 10.0. 2.9. 1 H); 7.30 (dd, / = 9.0, 4.9, 1 
H); 7.22 (d, J = 8.6. 1 H); 7.17 (m. 1 H); 6.25 (br s. 1 H); 5.54 (s. 1 H); 1.30 (s, 6 H). Tne 
30 acetone multiplet obscures the C(4) methyl group. 



25 
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EXAMPLE 108 

8-FluoitvL2^hvdn>- 2^>Mrim^ (Compound 208, 

structure 41 of Scheme XI. where R ] =F. R^H) 

2-BrorrK>-5-fluoroanisole (structure 36 of Scheme XI. where R 3 =F. R2=H) In a 250 mL 
5 r.b. flask, a solution of 2-bromo-5-fluorophenol (Lancaster 7.0 mL, 64 mmol, 1 .0 equi vuiv) 
in acetone (140 mL) was treated with iodomethane (Aldrich: 4.8 mL, 77 mmoi, 1 .2 
equi vuiv), potassium carbonate (8 g), and water (1 mL). The reaction mixture was heated at 
reflux for 6 h, cooled to it, clarified with H2O (40 mL), and the bulk of the volatiles was 
removed under reduced pressure. The reaction mixture was extracted with EtOAc (3 x 120 
10 mL); the extracts were washed with brine (1 x 80 mL), combined, dried (K2CO3), filtered, 
and concentrated to a clear oil. Bulb-to-bulb distillation (60-65 °C, 0.7 Torr) afforded 13.22 
g (quant) of 2-bromo-5-fluoroanisole as a colorless liquid. Data for 2-bromo-5- 
fluoroanisole: *H NMR (400 MHz, CDCI3): 7.46 (dd, J = 10.6, 8.7, 1 H); 6.64 (dd, J = 
10.4, 2.8, 1 H); 5.58 (dt, J = 10.4, 2.4, 1 H); 3.88 (s, 3 H). 

15 

4-Fluoro-2-methoxyphenvlboro nic acid (structure 37 of Scheme XI. where R ] =F. R^H) 
In a 100 mL r.b. flask, a solution of 2-bromo-5-fluoroanisole (5.50 g, 26.8 mmol, 1.0 
equivuiv) in THF (30 mL) was cooled to -78°C (CO2/IPA) and n-BuLi (2.5 M in hexanes; 
10.7 mL, 27 mmol, 1 .0 equivuiv) was added via syringe over a 15 min period. The reaction 

20 mixture was stirred at -78°C for 45 min. Trimethylborate (Aldrich: 9. 1 mL, 80 mmol, 3.0 
equivuiv) was added slowly via syringe. The reaction mixture was allowed to warm to rt, 
stirred an additional 10 h, and cooled to 0 °C. The reaction mixture was brought to pH6 
with 5% HQ, poured into sat'd NH4CI (60 mL), and extracted with methylene chloride (3 x 
80 mL). The extracts were washed with sat'd NH4CI (1 x 50 mL), combined, dried 

25 (MgS04), filtered, and concentrated to afford 4.22 g (93%) of crude 4-fluoro-2- 

methoxyboronic acid as a white solid, which was used without further purification. 

7-Fluoro-2-ni tro-3 .4-benzocoumarin In a 200 mL r.b. flask, a solution of 2-bromo-5- 
nitrobenzoic acid (Compound 43, Scheme XII) (Aldrich: 4.10 g, 16.7 mmol, 1.0 equivuiv) 
30 in DME (65 mL) was treated with tetrakis(triphenylphosphine) palladium (Aldrich: 0.58 g, 
0.50 mmol, 3.0 mol%). The reaction mixture was stirred at rt for 10 min. A solution of 4- 



WO 96/19458 PCTAJS95/16096 

159 

nuoro-2-methoxyphenylboronic acid (4.20 g, 25 mmol. 1 .5 equivuiv) in EtOH (10 mL) was 
added, followed by 2.0 M Na2C03 (30 mL). The reaction mixture was heated to 80°C for 6 
h, cooled to it, poured into 5% HC1 (100 mL). and extracted with EtoAc (3 x 1 00 mL). The 
extracts were washed with said NH4CI (1 x 100 mL) and brine (1 x 100 mL), combined, 
5 dried (MgS04). filtered, and concentrated to an orange solid. This crude material, 

consisting of impure 4^fluoro-2 , -methoxy-4-nitro-2-biphenylcarboxylic acid (structure 44 of 
Scheme XII, where R'=F, R2=H), was suspended in 1,2-dichloroethane (80 mL), treated 
with thionyl chloride (1 .2 mL), and heated at reflux for 90 min. The reaction mixture was 
cooled to rt, treated with aluminum trichloride (0.4 g), and allowed to react overnight (11 h). 
10 The reaction mixture was poured into 20% KOH (80 mL) and extracted with methylene 
chloride (3 x 80 mL). The extracts were combined, dried (MgSC>4), filtered, and 
concentrated to an orange oil. The crude material was dissolved in methylene chloride (50 
mL), adsorbed onto Celite™ (1 g), and concentrated to a fluffy orange powder. This 
powder was applied to a pad of silica gel in a 250 mL Buchner funnel (50 x 50 mm). The 
15 pad was rinsed with 100 mL of 2:1 hexane:EtOAc, which was discarded, and then 400 mL 
of 1:1 hexane:EtOAc. The filtrate was concentrated to afford 2.08 g (48%) of 7-fluoro-2- 
nitrc-3,4-benzocoumarin as an orange solid. Date for 7-fluoro-2-nitro-3,4-benzocoumarin: 
lH NMR (400 MHz, acetone-de) 9.02 (d. J = 2.4. 1 H); 8.71 (dd, J = 8.8. 2.4, 1 H); 8.65 
(d, J = 8.8. 1 H); 8.53 (dd, J = 9.6. 6. 1, 1 H); 7.34 (m, 2 H). 

20 

2-Amjno-7-flupro-3.4-beii20coumariii ( structure 40 of Scheme XII. where R »=F. R2=m l n 
a 250-mL flask, a suspension of 7-fluoro-2-nim>3,4-ben«>coumarin (2.04 g, 7.9 mmol) in 
EtOAc (150 mL) was treated with 10% Pd/C (1.2 g) and AcOH (0.2 mL). and stirred under 
an atmosphere of H2 for 1 h. The reaction mixture was filtered and the solids rinsed with 
25 acetone (200 mL). Concentration of the filtrate afforded 1 .61 g (89%) of 2-amino-7-fluoro- 
3,4-benzocoumarin as a yellow solid. Data for 2-amino-7-fluoro-3,4-benzocoumarin: *H 
NMR(400MH2,acetone-d6) 8.15 (dd, 7= 9.6,6.1. 1 H); 8.05 (d, J = 8.6, 1 H);7.55(d,7 
= 2~5, 1 H); 7.28 (dd, J = 8.6, 2.5. 1 H); 7.14 (m. 1 H): 7.12 (d, J = 9.6. 1 H); 5.4 (br s. 2 
H). 

30 8-F»uorC>-1.2^ihvdro-2.2.4-trimemvl-S-^imarin 0 r3 4-/l T , inoline (Coir,p n»nri 208, 

Structure 39 of Scheme XI. where R 1=F In a 200-mL resealable pressure tube, a 
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suspension of 2-amino-7-fluaro-3,4-benzocoumarin (1.61 g) in acetone (100 mL) was 
treated with iodine (Aldrich: 0.50 g) and heated to 1 10°C for 32 h. The reaction mixture 
was cooled to it, concentrated to remove the bulk of the acetone, and dissolved in CH2CI2 
(200 mL). The organic layer was washed with 03 N Na2S203 (2 x 200 mL) and sat'd 
5 NaHC(>3 (1 x 100 mL). The aqueous layers were extracted with CH2CI2 (2 x 100 mL). 
The combined organic layers were dried (K2CO3), filtered, and concentrated to afford an 
orange solid. Purification by SGC (hexane/EtOAc, 5/1 ) afforded 0.46 g (2 1 %) of 
Compound 208 as a bright yellow solid. Data for Compound 208: *H NMR (400 MHz, 
acetone-de) 8.12 (dd, J = 9.6, 5.9, 1 H); 7.92 (d, J = 9.6, 1 H); 7.22 (d, J = 8.6, 1 H); 7.1 1 
10 (m, 2 H); 6.1 (br s, 1 H); 5.53 (d.7 = 1.2, 1 H); 1.29 (s, 6 H). The acetone multiplet 
obscures the C(4) methyl group. 

EXAMPLE 109 

9<frlorc-h2-dihvdro-2.2.4-trir^ (Compound 209. 

15 structure 41 pf Scheme where fr^H, 

2-Bromo-4-chloroanisole (structure 36 of Scheme XI. where R * =H. R^=Ch In a 250 mL 
r.b. flask, a solution of 2-bromo-4-chlorophenol (Lancaster 1 6.94 g, 8 1 .6 mmol, 1 .0 
equivuiv) in acetone (160 mL) was treated sequivuentially with iodomethane (6.10 mL, 98 
mmol, 1 3. equivuiv), potassium carbonate (12 g), and water (4 mL). The reaction mixture 

20 was heated at reflux for 3 h, cooled to rt, and the bulk of the volatiles was removed under 
reduced pressure. The residue was poured into water (140 mL) and extracted with EtOAc (3 
x 150 mL). The extracts were washed with brine (1 x 100 mL), combined, dried (K2CO3), 
filtered through a pad of Celite™, and concentrated to a clear oil. Short-path distillation 
(80-85 °C, 1 Torr) afforded 17.74 g (98%) of 2-bromo-4-chlcroanisole as a clear liquid. 

25 Data for 2-bromc-4-chloroanisole: 1 H NMR (400 MHz, acetone-de) 7.53 (d, J = 2 J, 1 
H); 7.24 (dd, J m 9.7, 2.5, 1 H); 6.81 (d, / = 9.7, 1 H); 3.88 (s, 3 H). 

5^1orc~2-methoxvphenvlboronic acid (structure 37 of Scheme XL where R*=H. R^sCn 
This compound was prepared in a manner similar to that of 5-fluon>2- 
30 methoxyphenylboronic acid (EXAMPLE 107) from 2-bromo-4-chloroanisole (2.00 g, 9.0 
mmol, 1 .0 equivuiv), n-BuLi (2.5 M in hexanes; 3.62 mL, 9.0 mmol, 1 .0 equivuiv), and 
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trimethylborate (3.0 mL, 26 mmol, 2.9 equivuiv) to afford 1.30 g (77%) of crude 5-chloro-2- 
methoxyphenylboronic acid as a white semi-solid. This compound was used in the next 
reaction with no further purification. 

Methyl fy^loro-2^meThoKV^nitro-2-hinr M 'nvlte fl rho,vl n ,. t^au^ ? q P f g^ rnr yj 
where Rl=H R^i) This compound was prepared in a manner similar to that of methyl- 
(5^nuoro-2^methoxy^nitro-2-biphenyl)carDoxylate (EXAMPLE 107) from methyl 2- 
bromo-5-nitrobenzoate (1.25 g,4.8 mmol, 1 .0 equivuiv), tetrakis(triphenylphosphine) 
palladium (Aldrich: 0.16 g. 0.14 mmol, 2.9 mol%), and S-chloro^-memoxyphenylboronic 
acid ( 1 .30 g, 6.9 mmol. 1 .5 equivuiv) to afford 0.85 g (55%) of ^lethyl.5•-chloro-2•- 
methoxy^-nitro-2-biphenylcarboxylate as a yellow-orange solid. Data for methyl-5-chloro- 
2'-methoxy-4-nitro-2-biphenylcarboxylate: *H NMR (400 MHz, CDCI 3 ): 8.73 (d, 7=24 
1 H); 8.38 (dd. J = 8.5. 2.5. 1 H); 7.49 (d, J = 8.5. 1 H); 7.36 (dd. J = 8.7. 2.5. 1 H); 7.23 (d, 
J = 2.5. 1 H); 6.85 (d, J = 8.7. 1 H); 3.76 (s. 3 H); 3.70 (s. 3 H). 



5 J.Chl9ro-?'-mfthoyY^nitm.7-hi P h P nYlcarhox Y Hc n rid This compound was prepared in a 
manner similar to that of 5 -fl U oro-2'-methoxy-4-nitro-2-biphenylcarboxylic acid 
(EXAMPLE 107) from methyl-5 ^hlo^r^moxy^ni^-biphenylcarboxylate (0 83 g 
2.6 mmol) to afford 0.75 g (95%) of S^hloro^-rr*^^ ^ 
20 as a yellow solid. Data for (5^hloro-2-nKmoxy-^^ ^ lf , 

NMR (400 MHz. acetone-d*) 8.69 (d, / = 2.5. 1 H); 8.46 (dd. J = 8.3. 2.6. 1 H); 7.68 (d, / 
- 8.5. 1 H); 7.4 1 (dd. J = 8.9. 2.7. 1 H); 733 (d, J = 2.8, 1 H); 7.08 (d, / = 8.6. 1 HV 3 75 
(S.3H). 

25 v^loro-2 . -ni^1.4^epzocr^.rpann This compound was prepared in a manner similar to 
that of e-fluo^-nitro-S^-rjenzocournarin (EXAMPLE 107) from 5-chIoro-2-methoxy-4- 
nitro-2-biphenylcarboxyIic acid (0.74 g. 2.3 mmol), SOCI 2 (0.17 mL. 2.3 mmol). and AICI3 
(030 g. 2.5 mmol) to afford 0.64 g (quant) of 6-chloro-2-nitro-3.4-benzocoumarin as a 
yellow solid. Daufor6^1oro-2-mtro-3.4-benzocoumarin: »H NMR (400 MHz. acetone- 

30 *) 9.04 (d. J = 2.3. 1 H); 8.73 (m. 2 H); 831 (d, J = 2.4, 1 H); 7.72 (dd. J = 8.6. 2.4 1 
H);7.50(d,7= 8.7. 1 H). 
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2>AmmQ^chloro-3.4-benzocoumarin (structure 40 of Scheme XI. where R lrR r2=ci> 
This compound was prepared in manner similar to that of 2-amino-6-fluoro-3,4- 
benzocoumarin from 6-ch!oro-2-nitro-3,4-benzocouniarin (0.64 g, 2.3 mmol) to afford 0.50 
5 g (88%) of 2-amino-6-chloro-3,4-benzocoumarin as a yellow solid. Data for 2-amino-6~ 
chloro-3,4-benzocoumarin: *H NMR (400 MHz, acetone-d*) 8.1 1 (m, 2 H); 7.55 (d, J = 
2.5, 1 H); 7.39 (dd, J = 8.6, 2.5, 1 H); 7.28 (m, 2 H). 

9^Ihloro-1.2Kiihvdro-2.2.4-trim (Compound 209. 

10 structure 41 of Scheme XI. where R ] =H. R2=cn This compound was prepared in a 

manner similar to that of Compound 207 from 2-amino-6-chloro-3,4-benzocoumarin (0.50 
g) to afford 0.14 g (21%) of Compound 209 as a bright yellow solid. Data for Compound 
209: *H NMR (400 MHz, aceione-d*): 8.10 (d,/ = 2.4, 1 H); 8.00 (d, J — 8.7, 1 H); 739 
(dd, J m 8.7, 2.3, 1 H); 7.26 (d, J = 8.8, 1 H); 7.23 (d, / - 8.6, 1 H); 5.55 (s, 1 H); 130 (s, 

15 6 H). The acetone multiplet obscures the C(4) methyl group. 



(/y5V5-Burvl-9-fluoro-1.2^^ 

(Compound 210. structure 42 of Scheme XI. where R=n-butvl. R*=H. 

20 This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 207 
(0.53 g, 1 .7 mmol) and n-BuLi (2.5 M in hexanes, 2.7 mL, 6.8 mmol, 4.0 equivuiv) to afford 
0.34 g (57%) of Compound 210 as a yellow foam. Data for Compound 210: *H NMR 
(400 MHz, acetone-ct): 7.54 (d, J = 8.5, 1 H); 7.49 (dd, J = 10.2, 2.9, 1 H); 7.03 (dd, J = 
8.8, 4.9, 1 H); 6.88 (dt, J = 2.9, 8.8, 1 H); 6.75 (d, / = 8.5, 1 H); 5.80 (br s, 1 H); 5.49 (s, 1 

25 H); 4.83 (t, J = 7.6, 1 H); 236 (q, J = 7.5, 2 H); 2.05 (s, 3 H); 1.46 (sextet, J = 7.4, 2 H); 
1.10 (br s, 8H); 0.93 (t, J = 7.4, 3 H). 



gXAMp^g^ll 

(ft/,SV5-Butvl-8-fluoro- 1 .2-dihvdro-2 J2.4-trimethvl-5ff-chromenor3.4>/lquinoline 
30 (Compound 211. structure 42 of Scheme XI. where R=/i-butvl. R*=F. R2=H) 



WO 96/19458 

PCTAJS95/16096 

163 



This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 208 
(29 mg, 0.09 mmol) and n-BuLi (2.5 M in hexanes, 0.16 mL, 0.40 mmol) to afford 6.5 mg 
(20%) of Compound 211 as a yellow foam. Data for Compound 211: 1h NMR (400 MHz, 
acetone^): 7.77(dd,/ = 8.7,6.3. 1 H); 7.51 (d./ = 8.5, 1 H); 6.85 (m. 3 H); 5.80(br S . 
5 lH);5.49(s.lH);4.84(t,J = 7.5, 1 H); 2.37 (q, J = 7.5, 2 H); 2.07 (s, 3 H); 1 .47 (sextet, 
/ = 7.4, 2 H); 1 . 1 0 (br s, 8H); 0.93 (t, / = 7.4, 3 H). 



EXAMPLE 112 

W^-5-(?.ChlnrQPhenYl)-9-fluoro-l .2-dihvdro-2.2 4 ^ rimethvl.5W^hromenor3 4- 
10 nqyinoline (Compound 212. structure 42 of S c heme XT wh^ R^-chlo rop nenvl. R 1=H 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 207 
(50 mg, 0. 16 mmol) and 3-bromochlorobenzene (120 mL) to afford 46 mg (70%) of 
Compound 212 as a colorless solid. Data for Compound 212: *H NMR (400 MHz, 
15 acetone-*): 7.56(d,y= 8.4, 1 H); 7.36 (dd, / = 9.8. 2.9. 1 H); 7.25 (m, 4 H); 6.95 (s, 1 
H); 6.85 (d, J = 8.5, 1 H); 6.81 (m. 1 H); 6.74 (td. J = 8.5. 2.9. 1 H); 5.51 (s. 1 H); 2.00 (d. 
J = 1.0. 3 H); 1.28 (s. 3 H); 1.26 (s, 3 H). 



EXAMPLE ||3 

W^5-(4-Chlo r p-3-methYlphenvlV9.flnoro-l 2-dihvH^? , ?i d . trimethvl-W^hrom e non 4. 
flcpiinpHne (Compound 213 . structure 42 of .Scheme XJ, wh^r. P ^ hlQ^-3-n^thvlp h.nYi 
Rl=H. R2— f> 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 207 
(50 mg, 0.16 mmol) and 5-bromo-2-chlorotoluene (0.21 g) to afford 42 mg (62%) of 
Compound 213 as a colorless solid. Data for Compound 213: *H NMR (400 MHz, 
acetone-*): 7.55 (d, J = 8.4, 1 H); 7.34 (dd, J = 10.0, 2.8. 1 H); 7.22 (m, 2 H); 7.00 (br d. / 
= 10.3. 1 H): 6.89 (s. 1 H); 6.84 (d. J = 8.4. 1 H); 6.75 (m. 2 H); 5.49 (s. 1 H); 2.24 (s, 3 H); 
1.99(d,7= 1.2. 3 H); 1.27 (s. 3 H); 1.25 (s, 3 H). 
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EXAMPLE 114 

(fl/^-5-(4^1orophenvlV9-fluo^^ 

flquinoline (Compound 214. structure 42 of Scheme XI, where R=4-chlorophenvl. Rl=H. 
5 B2bB 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 207 
(50 mg, 0. 16 mmol) and 4-bromochlorobenzene (0.19 g) to afford 33 mg (50%) of 
Compound 214 as a pale yellow oil. Data for Compound 214: *H NMR (400 MHz, 
acetone-de) 7.55 (d, J = 8.4, 1 H); 7.34 (do\ J = 10.0, 2.8, 1 H); 7.27 (d f J = 8.6, 2 H); 7.22 
10 (d, J = 8.6, 2 H); 6.92 (s. 1 H); 6.84 (d, J = 8.5, 1 H); 6.75 (m, 2 H); 5.60 (br s, 1 H); 5.48 
(d,J = 1.3, 1 H); 1.99(d,J = 1.3, 3 H); 1.27 (s, 3 H); 1.24 (s, 3 H). 

example 

(jySV9-Fluoro-l^ihvdro-^^ 
15 /lauinoline (Compound 215. structure 42 of Scheme XL where R=4-methoxv P henvl. R*=H. 
R^F) 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 207 
(50 mg, 0.16 mmol) and 4-bromoanisole (0.13 mL) to afford 8 mg (12%) of Compound 215 
as a pale yellow oil. Data for Compound 215: *H NMR (400 MHz, acetone-d*) 7.53 (d, J 
20 = 8.4, 1 H); 734 (dd, J = 10.0, 2.8, 1 H); 7.11 (d,7 = 8.8, 2 H); 6.86 (s, 1 H); 6.82 (d. J = 
8.4, 1 H); 6.76 (d, / m 8.6, 2 H); 6.70 (m, 2 H); 5.6 (br s, 1 H); 5.46 (s, 1 H); 3.70 (s, 3 H); 
1 .99 (s, 3 H); 1 .26 (s, 3 H); 1.23 (s, 3 H). 

EXAMPLE M6 

25 (/yS)-8-nuoTO -l_2^ihvd^ 

(Compound 216. struct ure 47 of Scheme XIV. where R*=F. R2=H. R 3 =methvL X=0) 
(/frSV 8-Fluoro- 1 ^ihvdro-5-hvdroxv-2^.4-t rimeA^^ 

(structure 46 of Scheme XI V. where R*=R R^H) This compound was prepared in a 
manner similar to that of Compound 185 (EXAMPLE 85) from Compound 208 (170 mg) 
30 and DIBALH (1.0 M in hexane; 1.25 mL) to afford 27 mg (16%) of (/2/5>-8-fluoix>-l,2- 

dihydro-5-hydtoxyI-2^,4-trimeuhy^ as a white solid. Data for 
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(WS)-8-f1uoro-l,2-cuhydjcK5-hydroxy-^^ 1 H 
NMR (400 MHz, acetone-da): 7.74 (dd. J = 8.6, 6.3. 1 H); 7.50 (d, J = 8.4, 1 H); 6.85 (s, 1 
H); 6.79 (m, 2 H); 6.72 (dd, J = 9.9. 2.7, 1 H); 5.51 (d, J = 1.2, 1 H); 2.82 (s. 3 H); 1.30 (s. 
3 H); 1.17 (s, 3 H). 

5 

(jy5V8-Fluoro-l^Klihvdtt>-5-methnxv. 2.2.4-trimethvl-5ff-chromenof3.4./lQuinoline 
(Compound 216. structure 47 of Scheme X IV. where R 1=F. R2=H. R 3 =methvl. X=m This 
compound was prepared in a manner similar to that of Compound 186 (EXAMPLE 86) 
from (/MS)-8-fluoro- 1 ,2-dihydro-5-hydroxy-2 A4-trimethyl-5ff-chromeno[3.4-/]quinoline 
1 0 (24 mg) to afford 25 mg (quant) of Compound 216 as a white solid. Data for Compound 
216: lH NMR (400 MHz, acetone-da) 7.74 (dd. J = 8.5, 6.2, 1 H); 7.50 (d, J = 8.4, 1 H); 
6.85 (m, 2 H); 6.79 (d, J = 8.4. 1 H); 6.38 (s. 1 H); 5.52 (t, J = 1 .0, 1 H); 3.46 (s, 3 H); 2.26 
(d, J = 1.2, 3 H); 1.31 (s, 3 H); 1.15 (s, 3 H). 

15 EXAMPLE 117 

Aquiline (Compound 21 7. structure 42 of Scheme XI wh . K R^hlnmnhPnvl R W 

b2=K) 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 208 
20 (42 mg, 0.13 mmol) and 4-bromochlorobenzene (0.19 g) to afford 10 mg (18%) of 
Compound 217 as a pale yellow oil. Data for Compound 217: *H NMR (400 MHz, 
acetone-de) 7.62 (dd. J = 8.6. 6.3. 1 H); 7.53 (d. J = 8.4. 1 H); 7.27 (d. J = 8.7, 2 H); 7.23 
(d, J = 8.7, 2 H); 6.96 (s, 1 H); 6.83 (d. J = 8.2, I H); 6.67 (in, 1 H); 6.58 (dd, J= 8.7, 2.5, 1 
H); 5.48 (d, J = 13. 1 H); 1.99 (d, J = 1.2, 3 H); 1.26 (s, 3 H); 1.23 (s, 3 H). 

25 

EXAMPLE 118 

(W^9^|oTO-5^4s?hloronhenviyi;2^^ 

flqwiiolinft (Compound 218. stnicture 42 of Scheme X1 r where R^chlorophenvl. R'=H 

r 2 =co 

30 This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 209 
(40 mg, 0. 1 2 mmol) and 4-bromochlorobenzene (0. 19 g) to afford 23 mg (44%) of 
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Compound 218 as an off-white oil. Data for Compound 218: *H NMR (400 MHz, 
acetone-ife) 7.59 (d, J m 2.5 t 1 H); 7.58 (d, J = 8.4, 1 H); 7.27 (d, 7 = 8.6, 2 H); 7.22 (d, J = 
8.6, 2 H); 6.96 (dd t 7 = 8.5, 2.4, 1 H); 6.94 (s. 1 H); 6.84 (d, J = 8.4, 1 H); 6.78 (d, 7 = 8.5, 
1 H);5.7(brs, 1 H); 5.49 (d, 7= 1.1, 1 H); 1.99 (d,7 = 1.1, 3 H); 1.27 (s,3H); 1.24 (s, 3 
5 H). 

EXAMPLE 119 

fZV5-Butvlidene-1.2-dihvdiT>-2.2.4-trimethvM^ (Compound 
219. structure 45 of Scheme Mil, where r!=r2=H. R 3 =n>Dropvh 

10 General Method 6: Prepa ration of compounds of structure 43 from Compound 159 or 

compounds of structure 39. This transformation involves the addition of a Grignard reagent 
(or, alternatively, an organolithium reagent) to Compound 159 or compounds of structure 41 
followed by an acid catalyzed dehydration reaction. To a flame-dried flask charged with 
magnesium powder (8-10 equivuiv) and iodine (1-5%) under nitrogen was added one fourth 

15 of a solution of the corresponding benzyl bromide (or chloride) (8-10 equivuiv) in 2-3 mL 
of THF or ether. The mixture was allowed to stir for 5-10 min until the reaction initiated (a 
few drops of 1 ,2-dibromoethane might be necessary to initiate the reaction), and then the 
rest of the benzyl bromide (chloride) solution was added and the reaction went to 
completion in several min to give a colorless solution. The Grignard reagent solution was 

20 cannulated into a yellow solution of Compound 159 or a compound of structure 41 in 1-2 
mL of THF and the resulting dark red mixture was allowed to stir at it for 20-66 min until 
the red color faded. The reaction was quenched with water (5 mL) and extracted with ethyl 
acetate (2x15 mL). Removal of the solvent under reduced pressure afforded the crude 
lactol as a yellow oil, which was dissolved in 5 mL of methylene chloride and was treated 

25 with p-toluenesulfonic acid (5-10 mol%). The reaction was stirred at rt for 30 min and was 
quenched with a 2% NaOH aqueous solution (2 mL). The mixture was extracted with ethyl 
acetate (20 mL) and was washed with brine (5 mL), and was then concentrated. 
Chromatography of the crude mixture on a silica gel column using 10 % ethyl 
acetate/hexane as die eluent afforded the compound of structure 45 as a bright yellow oil or 

30 solid in good yield. 
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(Zr-g-3mYlidenf-| ?^ih Y drp-2.2.4-triniethvl- ffl-chm^n A- fl auinnlin* ffiamEQaild 
l^.g^ture^^SchemeXm where rI^h p^.^ ^ This compound was 
prepared by General Method 6 from 1.6 M hexane solution of n-buryllithium (0.2 mL, 0.32 
mmol) and Compound 159 (20 mg, 0.07 mmol) to afford 4.8 mg (21 %) of Compound 219 
5 as a bright yellow oil. Data for Compound 219: R f = 0.62 (silica gel. 25% EtOAc: hexane); 
*H NMR (400 MHz, acetone-d6) 7.74 (d,J = 7.5, 1 H), 7.54 (d,7 = 8.4, 1 H). 7. 14 (t , J = 
7.5. 1 H). 7.03-6.98 (m, 2 H), 6.74 (d, J = 8.4. 1 H). 5.48 (s. 1 H), 4.81 (t, J = 7.5. 1 H). 
2.40-2.35 (m, 2 H), 2.09 (s. 3 H), 1.49-1.44 (m, 2 H), 1 .27 (br s, 6 H). 0.93 (t. J = 7.3, 3 H). 

10 EXAMPLE 129 

(^Bcn^iidenr-i ?-riih Y dro-2.2.^ A 

220, structure 45 of Scheme V^II, where R 1« r3,h. RS^h^yi) 

This compound was prepared by General Method 6 (EXAMPLE 119) from benzyl bromide 
(171 mg, 1.0 mmol) and Compound 159 (20 mg. 0.07 mmol) to afford 6.3 mg (25%) of 
Compound 220 as a bright yellow oil. Data for Compound 220: Rf = 0.50 (silica gel, 25% 
EtOAc:hexane);lHNMR(400MHz,acetone-d 6 )7.82(t.y= 7.6, 3 H). 7.64 (d. J = 8.4, 
I H), 7.38 (t , J = 7.6, 2 H), 7.24-7.20 (m, 3 H), (7.09-7.06) (m. 1 H), 6.84 (d. J = 8.4, 1 
H), 5.68 (s. 1 H). 5.55 (s 1 H), 2.1 1 (s, 3 H). 1.29 (br s. 6 H). 



15 



20 



25 



30 



EXAMPLE 111 

(?)-5-(4-Fhiorobc m Y»depeV1 , ?-dihydro.2.? 4-trimethvl- W-ch^ n ora 4-n n »in» i;n< . 

L Cbmpwnd 221 , structure 45 of Scheme VTTT u,w R L R 2, H p3 ^. n 

This compound was prepared by General Method 6 (EXAMPLE 1 19) from 4-fluorobenzyl 
chloride (145 mg, 1.0 mmol) and Compound 159 (20 mg. 0.07 mmol) to afford 17 mg 
(63%) of Compound 221 as a bright yellow oil. Data for Compound 221: Rf = 0.56 (silica 
gel. 25% EtOAc: hexane); lH NMR (400 MHz, acetone-d6) 7.87-7.82 (m, 3 H). 7.64 (d, J 
= 8.4, 1 H). 7.22-7.05 (m. 5 H), 6.82 (d. / = 8.4. 1 H). 5.68 (s. 1 H). 5.54 (s, I H), 2.10 (s, 
3H), 132(brs,6H). 

EXAMPLE 122 

(Compound 222 structure 45 of Scheme XTTT. where r1=r2=h R 3^ bromonhpnvn 
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This compound was prepared by General Method 6 (EXAMPLE 1 19) from 4-bromobenzyl 
bromide (250 mg, 1.0 mmol) and Compound 159 (20 mg, 0.07 mmol) to afford 24 mg 
(82%) of Compound 222 as a bright yellow oil. Data for Compound 222: *H NMR (400 
MHz, acetone-d6) 7.83 (d, J = 8.4, 1 H), 7.77 (d, J = 8.6, 2 H), 7.65 (d, J = 8.4. 1 H), 7.55 
5 (d, J = 8.6, 2 H), 7.26-7.17 (m, 2 H), 7.1 1-7.06 (m, 1 H), 6.84 (d, J = 8.3, 1 H), 5.66 (s, 1 
H), 5.55 (s, 1 H). 2.09 (s, 3 H), 1 .34 (br s, 6 H). 



(Z)-5-(3-BrorrK)benzvHde neV1.2-dihvdrcH2.^^^ 

10 (Compound 22 3. structure 45 of Scheme XIII. where Rl=R2=H. R3=3-bromophenvn 

This compound was prepared by General Method 6 (EXAMPLE 1 19) from 3-bromobenzyl 
bromide (250 mg, 1.0 mmol) and Compound 159 (15 mg, 0.05 mmol) to afford 22 mg 
(98%) of Compound 223 as a bright yellow oil. Data for Compound 223: *H NMR (400 
MHz, aeetone-d6) 8.03 (s, 1 H), 7.85 (d, J = 7.9, 1 H), 7.78 (d, J = 7.9, 1 H), 7.66 (d, J = 

15 8.4, 1 H), 7.41-7.17 (m, 4 H), 7.09 (t, J = 7.9, 1 H), 6.85 (d, J a 8.3, 1 H), 5.67 (s, 1 H), 
5.55 (s, 1 H), 2.10 (s, 3 H), 1.33 (br s, 6 H). 



(g)-g-(3>CblQrobep^yUd?ng)- 1 ,2-<tihyriro-3! t ?,4-tTjiT)etbYi-^ff^hrpnicnQr3 1 4 T flquinoUn^ 
20 (Compound 224. structure 45 of Scheme XIIL where R*=r2=H. R 3 =3-chlorophenvn 

This compound was prepared by General Method 6 (EXAMPLE 119) from 3-chlorobenzyl 
chloride (161 mg, 1.0 mmol) and Compound 159 (10 mg, 0.035 mmol) to afford 6.3 mg 
(45%) of Compound 224 as a bright yellow oil. Data for Compound 224: Rf = 033 (silica 
gel, 25% EtOAc: hexane); *H NMR (400 MHz, acetone-d6) 7.88-7.85 (m, 2 H), 7.72 (d, J 
25 = 8.0. 1 H), 7.67 (d, J = 8.4, 1 H). 7.40 (t, J a 8.0, 1 H), 7.26-7.20 (m, 3 H), 7.12-7.08 (m, 
1 H), 6.85 (d, J = 8.4. 1 H), 5.68 (s, 1 H), 5.56 (s, 1 H), 2.10 (s, 3 H), 1.29 (br s, 6 H). 



EXAMPLE 123 



EXAMPLE 124 



EXAMPLE 125 

(Z>-5-(3-Fluorobenzv HdeneV 1 .2-dihvdro-2.2.4-trimeth vl-5//-chromenor3.4-/lQuinoline 
30 (Compound 225. structure 4 5 of Scheme XIII where r!=r2=H. R3=3-fhiorophcnvl) 
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This compound was prepared by General Method 6 (EXAMPLE 1 19) from 3-fluorobenzyl 
bromide (1 89 mg, 1 .0 mmol) and Compound 159 (20 mg, 0.07 mmol) to afford 5.4 mg 
(20%) ofCompound 225 as a bright yellow oil. Data for Compound 225: Rf = 0.50 (silica 
gel, 25% EtOAc: hexane); *H NMR (400 MHz, acetone-d6) 7.85 (d, J = 7.9, 1 H), 7.66 (d, 
5 J = 8.6, 2 H). 7 .52 (d, J = 7.9, 1 H), 7.43-738 (m, 1 H), 7.25-7.23(m, 2 H). 7. 1 1-7.07 (m, 
1 H), 7.02-6.97 (m, 1 H), 6.85 (d, J = 8.6, 1 H), 5.70 (s, 1 H), 5.55 (s, 1 H), 2.10 (s, 3 H), 
1.29 (brs,6H). 

EXAMPLE 126 

10 (ZV5-(2-Chloroben2vlidene>-1.2-dihvdr o-2.2.4-trimethvl-5i/-chrom 

(Compound 226, structure 45 of Scheme XTO. where R*= r2 =H , R3 = 2^hl orop h e nvn This 
compound was prepared by Genera! Method 6 (EXAMPLE 1 19) from 2-chlorobenzyl 
chloride (161 mg, 1.0 mmol) and Compound 159 (20 mg, 0.07 mmol) to afford 8.4 mg 
(30%) of Compound 226 as a bright yellow oil. Data for Compound 226: Rf = 0.44 (silica 

15 gel, 25% EtOAc: hexane); *H NMR (400 MHz, acetone-d6) 8.44 (d, J = 7.9, 1 H), 7.85 (d, 
/ = 7.9, 1 H). 7.67 (d, J m 8.5, 1 H), 7.45-7.37 (m, 2 H), 7.25-7.21(m, 3 H), 7.20-7.1 l(m, 1 
H), 6.86 (d, J = 8.5, 1 H), 6.20 (s, 1 H), 5.55 (s, 1 H), 2. 1 5 (s, 3 H), 1 .29 (br s. 6 H). 

EXAMPLE 127 

20 (Z)-5-(2-Promobenzvlideney 1 -2-dih v d ro-2.2.4-trimethvl-5f/^hromenor 3.4-flquinolin? 

(Compound ?27, Structure 45 of Scheme XIII. where r!= r 2=h. R3=2.hromo P henvri This 
compound was prepared by General Method 6 (EXAMPLE 1 19) from 2-bromobenzyl 
bromide (250 mg, 1.0 mmol) and Compound 159 ( 20 mg, 0.07 mmol) to afford 2.8 mg 
(10%) of Compound 227 as a bright yellow oil. Data for Compound 227: Rf = 0.44 (silica 

25 gel, 25% EtOAc: hexane); *H NMR (400 MHz, acetone-d6) 8.45 (d, J = 7.9, 1 H), 7.85 
(d, J = 7.9, 1 H), 7.67 (d, J = 8.5, 1 H), 7.64 (d, J = 7.9, 1 H), 7.45 (t, J = 8.5, 1 H), 7.23 
- 7.07 (m, 4 H). 6.87 (d, J = 8.5, 1 H), 6.19 (s, 1 H), 5.55 (s, 1 H). 2.15 (s, 3 H), 1.29 (br s, 
6H). 
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m.S.r2-Fl M orobenzvlideneV1.2-dihvdro-2.2.4-rt^ 

(Compound 22 8. structure 45 of Scheme XIII. where R»=r2=H. R3=2-ftuorophenvn This 
compound was prepared by General Method 6 (EXAMPLE 1 19) from 2-fluoro benzyl 
5 bromide (189 mg. 1. Ommol) and Compound 159 (10 mg, 0.034 mmol) to afford 2. 1 mg 
(16%) of Compound 228 as a bright yellow oil. Data for Compound 228: *H NMR (400 
MHz, acetone-d6) 8.39 (m, 1 H), 7.85 (d, J = 7.4, 1 H), 7.67 (d, J = 8.5, 1 H), 7.30-7.06 
(m, 6 H), 6.86 (d, J = 8.5. 1 H), 5.96 (s, 1 H), 5.90 (s, 1 H), 5.55 (s, 1 H). 2.13 (s, 3 H). 1.32 
(brs,6H). 

EXAMPIM29 
(ZV5-(23-DiflucnT)beiizvlifeneyi.2-dihvdr^ 

(Compound 229. structure 45 of Scheme XIII. wh ere r!=r2=H. R3 s 2.3-difluorophenvn 
This compound was prepared by General Method 6 (EXAMPLE 1 19) from 2,3- 
1 5 difhiorobenzyl bromide (207 mg, 1 .0 mmol) and Compound 159 ( 1 0 mg, 0.034 mmol) to 
afford 4.8 mg (35%) of Compound 229 as a bright yellow oil. Data for Compound 229: *H 
NMR (400 MHz, acetone-d6) 8.18 (dd, J = 8.0. 6.6, 1 H), 7.87 (d. J = 7.5, 1 H). 7.69 (d. J 
= 8.5, 1 H), 7.30-7.08 (m, 5 H), 6.89 (d, J = 8.4. 1 H), 5.94 (s, 1 H), 5.57 (s. 1 H), 2.12 (s. 
3H), 1.31 (brs.6H). 

20 

EXAMPLE 130 
(ZV5-a.5-PifluCTt>benzvlideneyi.2-dihvd^ 

(Compound 230. structure 45 of Scheme XII. wh ere r1=r2=H_ R3=2^-difluorophenvn 
This compound was prepared by General Method 6 (EXAMPLE 1 19) from 2,5- 
25 difluorobenzyl bromide (207 mg, 1 .0 mmol) and Compound 159 ( 1 5 mg, 0.05 mmol) to 

afford 1 7 mg (82%) of Compound 230 as a bright yellow oil. Data for Compound 230: l H 
NMR (400 MHz. acetone-d6) 8.12 (m, 1 H), 7.88 (d, J = 8.3, 1 H). 7.69 (d, J = 8.5, 1 H). 
730-7.00 (m. 5 H). 6.89 (d. / = 8.4. 1 H). 5.93 (s. 1 H), 5.94 (s, 1 H). 5.56 (s. 1 H), 2.1 1 (s, 
3H), 1.32(brs,6H). 
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EXAMPLE 131 

(2^9-Fluoro-5-(3-nuorobenzvlideneV1.2^ito^ 

flquinoline fComnound 231. structure 45 of Scheme XIII. where R>=H. R2=F r3 s? . 
S fluorophenyn 

This compound was prepared by General Method 6 (EXAMPLE 1 19) from 3-fluorobenzyl 
chloride (0.17 g) and Compound 207 (31 mg) to afford 7.5 mg (19%) of Compound 231 as a 
yellow oil. Data for Compound 231: *H NMR (400 MHz, acetone-dg) 7.65 (d, J = 8.4,1 
H), 7.64 (m. 1 H); 7.60 (dd. J = 10.0, 3.0. 1 H); 7.52 (d, J = 7.6, 1 H); 7.40 (m, 1 H); 7.26 
10 (dd, J = 8.9, 4.8. 1 H); 7.00 (m, 2 H); 6.86 (d, J = 8.3, 1 H); 5.72 (s, 1 H); 5.57 (d, / = 1.2, 
1 H); 2.10 (s, 3 H), 1.40 (br s, 6H). 

EXAMPLE 132 
rey9-FluoiQ.5-r3-nrethoxvbenzvIide^ 
15 flquinolinc (Compound 232. structure 45 of Scheme XIII where Rl=H. r2=F. r3=3- 
methoxvlnhenvn 

This compound was prepared by General Method 6 (EXAMPLE 1 19) from 3- 
methoxylbenzyl chloride (0.18 g) and Compound 207 (31 mg) to afford 1 1 mg (27%) of 
Compound 232 as a yellow oil. Data for Compound 232: *H NMR (400 MHz, acetone-d6) 
20 7.63 (d, J m 5. 1 H); 7.58 (dd. / = 10.0, 2.9, 1 H); 7.48 (br s, 1 H); 7.28 (d, J = 5. 1 , 2 H); 
7.22 (m, 1 H); 6.98 (m. 1 H); 6.83 (d. J = 9.6, 1 H); 6.82 (m, 1 H); 5.68 (s. 1 H); 5.56 (s. 1 
H); 3.86 (s. 3 H); 2.10 (s. 3 H); 1 .35 (br s, 6 H). 

EXAMPLE 133 

25 ro-8-fluQro-5^3-nuorori?enz^ 

flquinoline f Compound 233. structure 45 of Sche me XITI where R»=F. r2=h. r3=3- 
fluorophenvli This compound was prepared by General Method 6 (EXAMPLE 1 19) from 
3-fluorobenzyl chloride (0.17 g) and Compound 208 (31 mg) to afford 7.5 mg (19%) of 
Compound 233 as a yellow oil. Data for Compound 233: >H NMR (400 MHz, acetone-d6) 

30 7.88 (dd, J = 9.7, 6.2, 1 H); 7.63 (d, J = 8.5, 1 H); 7 .58 (m, 2 H); 7.42 (dd, J = 8.0. 6.4. 1 
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H); 7.09 (dd, J = 9.5, 2.7, 1 H); 7.00 (m, I H); 6.92 (m, 1 H); 6.85 (d, / . 8.2, 1 H); 5.73 
(s, 1 H); 5.63 (s, 1 H); 2.10 (s, 3 H); 1.35 (br s, 6 H). 

EXAMPLE 134 

5 f/re^/, 5MV5^4-ailoiT^ 

quinolinone (Compound 234. structure 52 of Scheme XV. where R=4-chloronhenvl 

This compound was prepared by a four step procedure as depicted in Scheme XV. To a 
yellow solution of Compound 163 (EXAMPLE 63) (120 mg, 0.3 mmol) in THF (6 mL) at - 

1 0 78°C was added 0.3 mL of n-BuLi (1.6 M in hexane, 0.48 mmol), and the resulting solution 
was stirred for 15 min before a solution of di-/-butyl dicarbonate (150 mg, 0.7 mmol) in 2 
mL of THF was introduced. The reaction mixture was allowed to warm up to rt and was 
stirred for 5 h. The mixture was quenched with water and was extracted with ethyl acetate (2 
x 20 mL). Removal of solvent and chromatography of the crude mixture on a silica gel 

15 column using 10-30% mixture of ethyl acetate and hexane afforded 50 mg (34%) of the /- 
Boc protected quinoline (structure 49 of Scheme XV where R=4-chlorophenyI, R*=r2=H) 
and 80 mg (66%) of Compound 163. 

The r-Boc protected Compound 163 (structure 49 of Scheme XV where R=4-chloropheny], 
20 r1=r2=H) (40 mg, 0.08 mmol) in THF (4 mL) was treated with 0.3 mL of BH3.THF (1 .0 
M in THF, 0.3 mmol) at rt for 3 h and was then quenched with 0.2 mL of KOH (3 M 
aqueous). To the above solution 0.2 mL of H2O2 (30% in water) was added and the 
mixture was stirred for 30 min, then 5 mL of water was introduced. The mixture was 
extracted with EtOAc, washed with brine and concentrated. Chromatography of the crude 
25 mixture on a silica gel column ( 10-30% EtOAc/hexane gradient) afforded two major 
isomers. The first fraction (20 mg, 50%) was assigned as (R/S-3L 4a, 5/>-l-/- 
butyloxycarbonyl-5K4^hloixroto 

chromeno[3,4-/|quinoline (structure 50 of Scheme XV where R=4-chlorophenyl, 
r!=r2=h). Hie second fraction (12 mg, 30%) was assigned as (rt/S-3/, 4u, 5w>l-r- 
30 butyloxylcarbonyl-5K4-chlorophenyl)- 1 ,2,3,4- tetrahydroO-hydro^ 
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chromeno[3,4-/]quinoline (structure 51 of Scheme XV where R=4-chlorophenyl. 
Rl=R2=H). 



(R/S-31, An, 5i>l-f-Butyloxylcari>onyl-5K4-chloiopr^ 
5 2^,4-trimethy]-5//-chromeno[3,4-/lquino]ine (structure 50 of Scheme XV where R=4- 

chlorophenyl. R ] =R 2 =H) (20 mg, 0.04 mmol) was oxidized with PCC (lOOmg, 0.46 mmol) 
in 5 mL of methylene chloride at rt for 60 min to yield (R/S-41, 5u)-l -r-butyloxylcarbonyl-5- 
(4^WorophenylH.23,4-tetrahydi^ as a 

colorless oil after chromatography. This compound was then treated with 0.2 mL of TFA in 

10 0.5 mL of methylene chloride for 30 min and was quenched with 5 mL of KOH (2%). The 
reaction mixture was extracted with EtOAc, washed with brine and was concentrated. 
Chromatography of the crude residue on a silica gel column (10-30% EtOAc/hexane 
gradient) afforded 15 mg (93%) of Compound 234 as a white solid. Date for Compound 
234: iHNMR (400 MHz, CDCI 3 ) 7.64 (d.7 = 8.2.2H),7.18(d,/ = 8.6, 2 H). 7.13 (d, J 

15 = 8.6, 2 H). 7.05 (t, J = 7.9. 1 H), 6.96 (t, J = 7.8. 1 H). 6.84 (d. J = 8.3. 1 H). 6.76 (d, J 
- 7.9. 1 H), 6.37 (s. 1 H). 3.73 (s. 1 H), 3.56 (q. J = 7.4. 1 H). 1 .44 (s. 3 H). 1.26 (s. 3 H), 
0.87 (d, 7= 7.4.3 H). 

EXAMPLE 13S 

20 W^/.5«y5-(4<h}orOThenv1V1.2.3.4^^ 

qaingMnone (Compound 235. structure 53 of Schcm* XV. where R^-chlnrop^nvi 
Bi=R2=ffi 

(R/S-31. 4«, 5ii)-l-r.Butyloxylcartionyl-5K4-<^rophenyl)-U.3.4-tetra^ 
2^,4-trimemyl-5ff-chromeiu>[3,4-/]quinoline (structure 51 of Scheme XV where R=4- 

25 chlorophenyl. Rl=R2=H) (EXAMPLE 134) (12 mg. 0.024 mmol) was oxidized and 

deprotected by methods similar to that described for Compound 234 (EXAMPLE 134) to 
yield 8 mg (84%) of Compound 235 as a white solid. Data for Compound 235: lH NMR 
(400 MHz, CDCI3) 7.59 (d,J= 8.4. 1 H). 7.57 (d./= 8.0. 1 H), 7.15 (d, / = 8.5. 2 H), 
7.06 (d. J = 8.5, 2 H). 7.04 (m, 1 H). 6.94 (t. J = 7.8, 1 H), 6.85 (d. J = 7.6. 1 H). 6.83 (d. 

30 J = 8.3, 1 H). 3.73 (s. 1 H). 3.35 (d, J = 73. 1 H). 1 .50 (d. J = 7 3. 3 H). 1 .46 (s. 3 H). 
1.17 (s, 3 H). 
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EXAMPLE 136 

f/re>-5^4<ftlorophenviyi^3,^^ 

gwnolinone (Compound 236. structure 54 of Scheme XV where R^^hlomphenvl 
5 R^fi^H) 

To a solution of (R/S-41, 5w>l-/-butyloxylcart>onyl-5-<4-chlon^^ 

2A4-trimethyl-5//-chromeno[3,4- - /]-3-quinolinone (EXAMPLE 234) (5 mg, 0.01 mmol) in 
2 mL of THF was added 10 mg of NaH (40% in mineral oil, 0.25 mmol) and the resulting 
slurry was stirred at rt for 20 min before Mel (0.1 g, 0.7 mmol) was introduced. The mixture 

10 was stirred at rt for 2 h and was then quenched with water (5 mL). The mixture was 

extracted with EtOAc and purified by silica gel chromatography to provide 1 .5 mg (36%) of 
Compound 236 as a colorless oil. Data for Compound 236: *H NMR (400 MHz, CDCI3) 
7.59 (d, J m 8.2, 1 H), 7.56 (d, J = 7.8. 1 H), 7.13 (d. / = 8.7, 2 H), 7.09 (d, J m 8.7, 2 H). 
7.01 (t, / - 7.9, 1 H), 6.91 (t, J = 7.9, 1 H), 6.85 (s, 1 H), 6.83-6.78 (m, 2 H), 3.83 (s. 1 H), 

15 1.63 (s, 3 H), 1.38 (s, 3 H), 1.33 (s, 3 H), 1.28 (s, 3 H). 

EXAMPLE 137 

L2-Pihvdro-2.2.4-trimethvl^m (Compound 
237, structure 57 of Scheme XVI. where Rl=R2= H. R 3 =methoxvlmethvL YrOl 

20 General Mtthp4 7: L2>E>ihvdr o-2^.4-trimethvlQuinolines (Compounds of structure S7 or 
67) from anilines (Compounds of structure 56 o r 66): ambient pressure version In an r.b. 
flask equi vuippcd with a reflux condensor, a solution of the aniline (a compound of 
structure 56 or 66) in acetone (0.05-0.20 M) was treated with iodine (5-20 mol%) and 
heated to reflux for 1-3 days. Addition of Celite™ followed by concentration afforded a 

25 fluffy orange powder which was purified by silica gel chromatography to afford the desired 
dihydroquinoline (compound of structure 57 or 67). 

1.2-P>hYdn>-2.2.4-trimethv^ /quinoline (Compound 

237, structure 57 of Scheme XVI. where r!=r2=h RB ^ethoxvlmethvl. V=m This 
compound was prepared by General Method 7 from 7-amino-4-methoxymethylcoumarin 
30 (structure 56 of Scheme XVI, where R^R^H, R 3 =methoxymethyl) (1 .0 g, 4.87 mmol) to 
afford 82 mg (6%) of Compound 237 as a light yellow solid in addition to 487 mg (35%) of 
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l,2^ihydr<>-2,2,4-trimethyl-8-methoxym^ Data for 

Compound 237: R f 0.23 (silca gel, hexanes/EtOAc, 2: 1); *H NMR (400 MHz, C6l>6) 7.01 
(s, 1 H), 6.24 (s, 1 H), 6.18 (s, 1 H), 5.02 (s, 1 H), 3.97 (s, 2 H). 3.74 (brs, 1 H), 2.92 (s, 3 
H) f 1 .78 (d, J = 1 .0, 3 H), 0.98 (s, 6 H). 

5 

EXAMPLE^ 

l»2-MhydrT>-2.2.4-trimethvl^tri^^^ (Compound 2ftg , 

structure 57 of Scheme XVn. where Rl=R2==H. R3=trif1uoromethvL Y=C» This 
compound was prepared as depicted in Scheme XVII and as described below. 
10 P-Pivalovl-3-nitroohenol (structure 6 5 of Scheme XVIL where R ] =H. P=f-butvl. Y=Q) To 
300 mL of CH2CI2 was added 3-nitrophenol (structure 64 of Scheme XVII, where R*=H, 
Y=0) (15 g t 0.1 1 mol), pyridine (20 mL) and DMAP (10 nig). To this cooled solution 
(0°C) was slowly added trimethylacetyl chloride (18 mL, 146 mmol, 1 .4 equivuiv). The 
solution was allowed to warm to rt and stirred for 3 h. To the amber colored solution was 
1 5 added satd NH4CI (300 mL). The organic layer was washed with IN HC1 (2 x 150 mL), 
10% CuS0 4 - 5 H2O (2 x 100 mL), and brine ( 2 x 100 mL). The extract was dried 
(Na2S04) and concentrated in vacuo to give 22.5 g (94%) of O-pivaloyl-3-nitrophenol as a 
white solid. Data for O-pivaloyl-3-nitrophenol: R f 0.55 (silica gel, hexanes/EtOAc, 3: 1 ); 
*H NMR (400 MHz, CDCI3) 8. 1 1 (dd, J = 4.2, 1.3, 1 H), 7.96 (t, J = 2.2, 1 H), 7.56 (dd. J 
20 = 8.4, 8.2, 1 H), 7.42 (dd, J = 6.5, 1.3, 1 H), 1.35 (s, 9 H). 

<?-Pivalovl-3-aminoDhenol (structure 66 of Sc heme XVIL where Rl=H P=r-butvl. Y==Q> 
To 60 mL anhydrous CH2CI2 was added O-pivaloyl-3-nitrophenol (5.0 g, 22.4 mmol) and 
a catalytic amount (50 mg) of 10% Pd on C. The flask was repeatedly evacuated and 
flushed with N2. The reaction flask was again evacuated and H2 was introduced by balloon. 
25 After stirring under an atmosphere of H2 for 3 h, the reaction flask was flushed twice with 
N2. The suspension was then filtered through a bed of Celite™ and concentrated to give 
4.15 g (96%) of O-pivaloyI-3-aminophenol as a viscous amber oil. Data for O-pivaloyl-3- 
aminophenol: R f 0.21 (silica gel, hexanes/EtOAc, 3:1); *H NMR (400 MHz. CDCI3) 7.12 
(dd, J = 8.0, 8.0, 1 H), 6.52 (dd, J = 7.8, 2.7, 1 H), 6.44 (ddd, J = 8.0, 2.4, 1 .4, 1H), 6.38 
30 (t, J m 2.2, 1 H), 3.81 (br s, 2 H), 1 .34 (s, 9 H). 
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Genial Method 8. L2-Dihvdn>-2^.4>trimethvtQuinolines (Comp ounds of structure 57 or 
6T) from anilines (Compounds of structure 56 or 66); pressure tu be version In a threaded 
resealable pressure tube, a solution of the aniline (a compound of structure 56 or 66) in 
acetone (0.05-0.20M) was treated with iodine (5-20 mol%) and heated to 100-120 °C for 1- 
3 days. The reaction vessel was allowed to cool to rt and transferred to a r.b. flask. 
Addition of Celite™ followed by concentration afforded a fluffy orange powder which was 
purified by silica gel chromatography to afford the desired dihydroquinoline (Compound of 
structure 57 or 67). 

lJl-rahvdro-2.2.4-tjimethvl-7-(l.l J -trimethvlacetoxvkniinoHne (structure 67 of Scheme 
XVII. where R*=H. P^r -butvL Y=Q This compound was prepared by General Method 8 
from O-pi valoy 1-3-aminophenol (structure 66 of Scheme XVII, where R*=H, P=f-butyl, 
Y=0) (1.26 g, 6.53 mmol) to afford 1.06 g (60%) of l^-dihydro-2,2,4-trimethyl-7-( 1,1,1- 
trimethyIacetoxy)quinoline as a light brown solid. Data for 1 ,2^ihydro-2,2,4-trimethy1-7- 
(U,l-trirnethylacetoxy)quinoline: R f 0.23 (silica gel, hexanes/EtOAc, 3:1); *H NMR (400 
MHz, CDCI3) 7.00 (d, J = 8.3, 1 H), 6.28 (dd, J = 5.2, 2.3, 1 H), 5.25 (s, 1 H), 3.69 (s, 1 
H,), 1.96 (d, J = 1.2, 3 H), 1.32 (s, 9 H), 1.26 (s, 6 H). 

K2TDihvdro-7-hvdroxv> 2.2.4-trimethvlouinoltne To 70 mL 85% ethanol was added 1 ,2- 
d^ydro-2^,4-trimethyl-7-(l,l,l-trimethylacetoxy)quinoli (1.03 g, 3.77 mmol) and 20% 
NaOH(aq) (3 mL) to give a clear colorless solution. The reaction was followed by TLC 
(hexanes/EtOAc, 3: 1). After 3 h the resulting purple solutipn was quenched with sat'd 
NH4CI (200 mL) and extracted with ethyl acetate (2 x 100 mL). The combined organic 
layers were washed with brine (2 x 75 mL), dried (Na2S04), and concentrated in vacuo to 
give a dark purple oil. The oil was dissolved in a minimal amount of hexanes / ethyl acetate 
(3: 1), and filtered though a plug of silica rinsing with a solution of hexanes / ethyl acetate 
(3:1). The washes were concentrated in vacuo to afford 710 mg (99%) of l^-dihydro-7- 
hyoroxy-2,2,4-trimethylquinoline as a dark yellow oil. Data for l^-dihydro-7-hydroxy- 
2A4-trimethylquinoline: Rf 0.30 (silica gel, hexanes/EtOAc, 3: 1); *H NMR (400 MHz, 
DMSO-d6) 8.90 (s, 1 H), 6.70 (d, J = 8.2, 1 H), 5.89 (d, J = 2.3, 1 H), 5.85 (dd, J = 8.3, 
2.4, 1 H). 5.65 (s, 1 H), 5,04 (s, 1 H), 1.8 (d,7 = 1.1, 3 H), 1.14 (s, 6 H). 
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1.2-Dih Y dn^2,2.4-lrimethvl-6-trifluorome ^ 
Structure 57 of Scheme XVTT where rUr ^h. R^n,^^^ Y=n> 
general Method 9; Preparation Of Compounds of structure S < 5 or 57 fmm r h n ^ Toa 
solution of l,2-dihydro-7-hydroxy-2,2,4-trimemylquinoline (0.1-0.5 M) in absolute EtOH 
was added a p-iceto ester (a compound of structure 68) ( 1 -3 equivui v) in a 4 x 1 3.5 cm 
pressure tube equivuipped with a magnetic stir bar and a threaded Teflon stopcock. To this 
solution was added ZnCl 2 ( 1-6 equivuiv). The sealed pressure tube was heated in a oil bath 
at 80-120 °C for 6-72 h. The cooled solution was diluted with sat'd NH4CI and extracted 
with ethyl acetate. The combined organics were concentrated on Celite™ under reduced 
pressure to give a free flowing powder, which was purified by. flash column chromatography 
(silica gel 60, hexanes/ ethyl acetate, 5:1) to give the desired product. Further purification 
could be effected by recrystallization from hexanes / toluene. 

1 .2-Dihydro-2 , 2,4-trimethvl-6-tJifluoromemvl-«-Dvr a nnn f ,r'> ft- r 1ou innH nft rrnm P n„nH 
structure SS of .Scheme XVII, where R»=R2 =H R 3 =triflllnrnmP , tlvl ^ 
compound was prepared by General Method 9 from U-dihydro-7-hydroxy-2,2,4- 
trimethylquinoline (1.58 g, 8.5 mmol) and ethyl 4.4,4-trifluoroacetoacetate (3.00 g, 16.8 
mmol, 2.0 equivuiv) to afford 1 .7 g (66%) of Compound 238 as a light yellow powder. 
Data for Compound 238: Rf 0.32 ( silica gel, hexanes/EtOAc, 3: 1 ); lH NMR (400 MHz, 
C6D6) 7.22 (s. 1 H), 6. 15 (s. 1H), 5.97 (s. 1 H), 4.93 (s, 1 H). 3.23 (br s, 1 H), 1 .66 (d, J = 
1-1. 3 H), 0.98 (s, 6 H). 

EXAMPLE |39 

1.2-I^hYdn^2^,4-trimethvl-10-isocoumarinor4.3.f>1q iiin oline f Compound 239. stn**,. r *7 
Of Scheme XVI. where R lH R^ R 3 =hgn70 Y=n> 

This compound was prepared by General Method 8 (EXAMPLE 138) from 7-amino-3,4- 
benzocoumarin (structure 56 of Scheme XVI. where R'=H, R2=R3=benzo, Y=0) ( 1 80 mg, 
0.85 mmol) to afford 75 mg (30%) of Compound 239 along with 1 50 mg (60%) of 1 ^« 
dihydro-2A4-tximethyI-10-isocouniarinot3,4-/]quinoline as yellow solids. Data for 
Compound 239: mp 246-248 °C; lH NMR (400 MHz, CDCI3) 8.18 (d,J= 7.6. 1 H), 8. 1 6 
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(d, J = 7.6, 1 H) t 7.80 (s, I H), 7.78 (t, J = 7.6, 1 H), 7.43 (t, 7 = 7.6, 1 H), 6.39 (s, 1 H), 
5.45 (s, 1 H), 2.1 1 (s, 3 H), 1.33 (s, 6 H), 13 C NMR (100 MHz, CDCI3) 162.2, 152.7, 
146.1, 136.4, 134.9, 130.7, 129.1, 127.2, 126.5, 120.5. 119.4, 119.0, 117.8, 107.6, 99.8, 
52.7, 31.8, 19.0; Anal. Calcd for C19H17NO2: C, 78.33; H, 5.88; N, 4.81. Found: C, 77.99; 
5 H, 5.79; N, 4.72. 



l,2-Pihvdro>2,2.4-trimethvMO>isoauinolonor4.3-glquinolincf Comp ound 240. structure 57 
of Scheme XVI. where R*=H. R 2 =R3=faenzo. Y=NH) 

10 3-Amino-6(5/!rVDhenanthridinone (structure 56 of Scheme XVI. where R*=H. 

R2 = R3 == benzo. Y=NH) A mixture of 3-nitro-6(5//)-phenanthridinone (structure 55 of 
Scheme XVI, where R*=H, R2=R 3 =benzo, Y=NH) (480 mg, 1 .5 mmol) and 50 mg of 10% 
Pd/C in 60 mL of DMF was stirred under an atomsphere of H2 for 2 h. The mixture was 
filtered through a Celite™ pad and the filtrate was concentrated to give 0.4 g of the crude 

1 5 aniline as a yellow solid. This material was used without further purification. 

l^PihYdro>2,2 1 4-trirnethvl>10-isoquinolonof4.3-glquinoline (Compound 240. structure 57 
of Scheme XVI. where R ] =H. R 2 =R 3 =benzo. Y=NH) This compound was prepared by 
Genera] Method 8 (EXAMPLE 238) from 3-amino-6(5//)-phenanthridinone (0.4 g), iodine 

20 (150 mg, 0.6 mmol), acetone (16 mL) and DMF (14 mL) to afford 220 mg (51 %) of 

Compound 240 as a yellow solid. Data for Compound 240: mp 301-302 °C;IR(KBr, cm" 
!) 3300, 3010, 1670, 1450, 1300; *H NMR (400 MHz, CDCI3) 8.28 (d, J = 7.6, 1 H), 8.25 
(d, J = 7.6, 1 H), 7.90 (s, 1 H), 7.70 (t, J = 7.6, 1 H), 7.39 (t, J = 7.6, 1 H), 6.48 (s, 1 H), 
5.78 (br s, 1 H), 5.42 (s, 1 H), 2.13 (s, 3 H), 1.33 (s, 6 H); NMR (100 MHz, acetone- 

25 d6) 162.4, 147.1, 139.2, 137.0, 133.3, 129.2, 128.7, 128.6, 125.8, 125.0, 121.8, 118.9, 118.4 
108.5, 98.1,52.8,31.6,19.0. 



EXAMPLE 140 



EXAMPLE |41 

l^-Dihvdro>2^.4.6-tetran^vl-8-Dvridonof5.6-glauino1ine (Compound 241. structure 57 
30 of Scheme XVj, where R^R^H, RB^methyl, Y=NH) 
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This compound was prepared by General Method 8 (EXAMPLE 238) from Carbostyril 124 
(structure 56 of Scheme XVI, where Rl=R2=H, R3=methyl, Y=NH) (500 mg. 2.8 mmol) to 
afford 175 mg (25%) of Compound 241 as a pale yellow soUd. Data for Compound 241: 
mp 282-284 °C;IR(KBr,cnr 1)2966, 2918, 1658, 1641, 1425, 1257; *H NMR (400 MHz, 
CDCI3) 7.24 (s, 1 H). 6.34 (s, 1 H), 6.23 (s. 1 H). 5.37 (s, I H), 2.41 (s, 3 H), 2.04 (s, 3 H), 
1.29 (s, 6 H); ™C NMR (100 MHz, CDCI3) 165.0, 149.8, 146.5, 140.3. 129.2, 127.6, 
119.1. 118.5, 114.9, 112.5,97.2,52.4, 31.8. 19.3, 18.9. 

EXAMPLE 142 

U-Dihydrp-10-hvdroxv-2.2.4-rrimethvM^ 

242, structure 62 of Scheme XVI. wher e R ] =H R2 = R3 sb eii7o. Y=Oi 
To a yellow solution of Compound 239 (EXAMPLE 139) (10 mg, 0.033 mmol) in 0.5 mL 
of toluene at -78 °C was added 0.050 mL of DIB ALH (1.5 M in toluene . 0.075 mmol). and 
the resulting solution was stirred at -50 ± 10 °C for 20 min. The reaction was quenched 
with water (1 mL) and extracted with ethyl acetate (2x5 mL). Removal of solvent and 
chromatography of the crude residue (silica gel, 20% ethyl acetate/hexanes) afforded 6 mg 
(63%) of Compound 242 as a colorless oil. Data for Compound 242: >H NMR (400 MHz, 
acetone-d6) 7.74 (d, J = 7.8. 1 H), 7.52 (s, 1 H), 7.37 (t, J = 7.8. 1 H). 7.31 (d. J = 7.8, 1 
H). 7.19 (t, J = 7.8. 1 H). 6.26 (d. J = 6.5. 1 H), 6.17 (s. 1 H). 5.97 (d. J = 6.5, 1 H), 5.40 
(br s, 1 H), 5.29 (s, 1 H), 2.05 (s. 3 H), 1.27 (s, 6 H). 

EXAMPLE 143 

1 . 2-Dil>Ydro-2.2.4.6-tetramethvl-8^-Dvranor3.2-g1oii inoline fCnmpound 243. structure 61 
Of Scheme XVI. where R 1=R 2»H. R3=methvl. V=Q) 

J^-DihYdio-2^.4.6-tetramemvl-8-i)vranonor5.6-gl q uinoline (structure 57 of Scheme XVI. 
where RtgR^H. R 3 =methvl. Y=Q1 To a solution of 7-nitro-4-methylcoumarin (structure 
55 of Scheme XVI. where R 1 =R 2 =H, R3=methyl, Y=0) (0.61 g, 1 .75 mmol) was added 50 
mg of 10% Pd/C. The reaction mixture was stirred under an atmosphere of H2 for 2 h. The 
mixture was filtered through a pad of Celitc™ and the filtrate was concentrated to give 0.5 g 
of the crude amino compound as a yeUow solid. This material was used without further 
purification, and was submitted to General Method 3 to afford 90 mg (20%) of 1.2-dihydro- 
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2,2 v 4 f 6-tetramethy]-8-pyranono[5 t 6-^]quinoline as a yellow solid. Data for 1,2-dihydro- 
2^A6-tetramethyl-8-pyranono[5 t 6-^]quinoliiie: mp 258-260 °C; IR (KBr) 3300, 2955, 
1720, 1630, 1505, 1390, 1250; *H NMR (400 MHz, CDCI3) 7.27 (s, 1 H), 6.30 (s, 1 H). 
6.12 (br s, 1 H), 5.84 (s, 1 H), 5.44 (s, 1 H), 2.37 (s, 3 H), 2.05 (s, 3 H), 1 .32 (s, 6 H); ™C 
5 NMR(100MHz,CDCl3) 161.9, 155.4, 153.1, 147.1, 128.8, 127.0, 119.2, 110.3, 109.0, 
98.6, 52.6,31.8,18.6. 

1, 2-Dihvdro-2-2.4.6«tetramethvl-8ff-Dvranof3.2>g1quinolinc rComoound 243. structure 61 
of Scheme XVI. where R^R^H. R3=methvl. Y=Q) To a solution of 1 ,2-dihydro-2,2,4,6- 

10 tetramethyl-8-pyranono[5,6-^]quinoline (15 mg, 0.06 mmol) in 1 mL of toluene at -78°C 
was added DIBA1-H (0.5 M in toluene, 0.24 mL, 0.12 mmol) and the resulting mixture was 
allowed to stir at -50°C for 60 min, generating a clear brown solution. The reaction was 
quenched with water (1 mL) and was extracted with ethyl acetate (2x10 mL). The organic 
extract was concentrated and was chromatographed (silica gel, 4:1 hexanes /ethyl acetate) to 

15 afford 1 mg (5%) of Compound 243 as a colorless oil. Data for Compound 243: *H NMR 
(400 MHz, acetone-d6) 6.84 (s, 1 H), 5.96 (s, 1 H), 5.33 (t, J = 3.5, 1 H), 5.26 (s, 1 H), 5.21 
(s, 1 H), 4.59 (d, J = 3.5. 2 H), 1.96 (s, 3 H), 1.93 (s. 3 H), 1.24 (s, 6 H). 

EXAMPLE 144 

20 (R/Sy- 1 ^.3.4-Tetrahvdro-2.2.4-trimethv N 1 0-isoquinolonor4.3-g1ouinoline (Compound 244. 
structure 63 of Scheme XVI. where Rl=H. R2=R3=benzo. Y=CT) Hydrogenation of 
Compound 240 (550 mg, 1.9 mmol) over 10% Pd/C (200 mg) in 250 mL of ethyl acetate for 
14 h at it afforded 510 mg (92%) of Compound 244 as a yellow solid. Data for Compound 
244: mp 263-264 <>C; ER (KBr) 3304, 2960, 2928, 1658, 1606, 1467, 1267 cm-1; *H NMR 

25 (400 MHz, CDCI3) 9.67 (br s, 1 H), 8.45 (d, J = 8.0, 1 H), 8. 1 1 (d, J = 8.0, 1 H), 7.94 (s, 1 
H), 7.69 (t, J = 8.0, 1 H), 7.41 (t, J = 8.0, 1 H), 6.25 (s, 1 H), 4.08 (br s. 1 H), 3.02 (m, 1 
H), 1.81 (dd,J= 12.8,5.2, 1 H). 1.49 (t,/= 12.8, 1 H), 1.46 (d, 7 = 6.7, 3 H), 1 .29 (s, 3 
H) and 1.23 (s,3H). 
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EXAMPLE 145 

U2-DihYdrP-2.?.4-trimethvl-10-thioisoouiiM>lonnr4.3-plguitK> H ne fCnmp mi^ d 245. stmcti.r- 
58 of Scheme XVI. where R»=H RW^benzo. 

A mixture of Compound 240 (9 mg, 0.03 mmol) and Lawesson's reagent (4 1 mg, 0. 1 mmol) 
5 in 2 mL of THF was stirred at 80°C for 3 h. generating a bright yellow solution. Removal 
of the solvent and chromatography of the crude mixture (silica gel, 1 : 1 ethyl 
acetate/hexanes) afforded 8.2 mg (90%) of Compound 245 as a yellow oil. Data for 
Compound 245: *H NMR (400 MHz. acetone-d6) 8.93 (d, J = 8.1,1 H). 8.33 (d, J = 8.1. 
1 H).8.01 (s, 1 H),7.75(t.7= 8.1, 1 H),7.44(t,/ = 8.1. 1 H).6.73(s. I H).5.97(brs. 1 
10 H), 5.5 1 (s. 1 H), 2. 1 5 (s, 3 H), 1 .35 (s, 6H). 



EXAMPLE 146 

£+)-!, 2,3,4-Tep^hydro-2,7. 4-trimethv»-10.i.soouinolonnr4 3 - g 1 ou innlin» rComnounri 24* 
structure 63 of Scheme XVI, where R l=H R2= R 3 =hrn70 v=n) 

This compound was prepared by a HPLC separation of the enantiomers of Compound 244 
using a Chiracel OD-R column, using a 4: 1 mixture of methanol and water as the mobile 
phase. The optical purity of Compound 246 was determined by HPLC to be > 99% e.e.; 
[ajZOrj = + 106 (MeOH). 



20 EXAMPLE 147 

U-DihYdro-2,7 4-trimethvl-6-trifluoromethv»-«- P yridn nf >rs fi - glauinoline rComnounrt 247 
structure 57 of Scheme XVII. where R j -R^h p3 g tr if| tl om m ethvl v^ H) This 
compound was prepared as depicted in Scheme XVII and as described below. 
l-^/T-ButYloxvcarhamovl-3-nitrobenzene fan.rh. re 6S ofgcherflg XVTT whereR>=H. P=r- 

25 bMWlPXVcarhonvl. Y=NHV General Method in Af-Boc-Prote^tion of NitmanilinPc To, 
flame-dried 500 mL r.b. flask containing 3-nitroaniline (structure 64 of Scheme XVII, 
where R>=H, Y=NH) (20.0 g. 144.8 mmol) in 150 mL THF was added di-/m-butyl 
dicarbonate (31.60 g. 144.8 mmol, 1.00 equivuiv). and the mixture was cooled to 0°C. 4- 
^-Dimethylaminopyridine (19.46 g. 159.3 mmol, 1. 10 equivuiv) was added portion-wise, 

30 and the mixture was allowed to warm to rt overnight. Ethyl acetate (400 mL) was added, 
and the mixture was washed with 1M NaHS0 4 (aq) (2 x 200 mL) and brine (200 mL), dried 
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(Na 2 S0 4 ). and concentrated under reduced pressure. Purification by Hash column 
chromatography (silica gel, hexanes/ethyl acetate. 9:1) afforded 31.4 g (91%) D f Utert- 
butyloxycarbamoyl-3-nitrobenzene as a white solid. Data for l-fm-butyioxycarbamoy]-3- 
nitrobenzene: J H NMR (400 MHz, CDCI3) 8.3 1 (dd, iH,J- 2.2,2.2, 1H. 2-H). 7.88 (dd, 
J= 7.9, 1.5. 1H.4-H).7.69(brd.y*7.8. 1H, 6-H). 7.44 (dd.7 = 8.3.8.1. 1H.5-H).6.74 
(br s. 1H, N/0, 1.54 [s. 9H, (C«3) 3 CO)]. 

3-fgrr-3utYloxYcarhamovlanilin e fstn, r n , re 66 of Scheme XVn.wh^p p^.. 
butylpxycaroonyl Y=NH) To an oven-dried 1 -L r.b. flask containing l-tert- 
butyloxycarbamoyl-3-nitrobenzene (20.0 g, 83.9 mmol) in 500 mL 1:1 ethyl acetate/ethanol 
at rt was added 10% Pd on C (approx I mol%), and the mixture was stirred under an 
atmosphere of H 2 gas for 6 h. The reaction mixture was then filtered, and concentrated 
under diminished pressure to give 17.4 g (quant of 3-*rr-butyloxycaroamoylanili„e as a 
white oily solid. Data for 3-rm-butyloxycarbamoylaniline: >H NMR (400 MHz. CDCI3) 
7.04(t,y= 8.0.8.0. IH,5-H).6.98(brs, 1H. N//). 6.53 (dd./ = 7.9. 1.8. 1H,4-H),6.36 
(m, 2H. 6,2-H), 3.66 (br s, 2H. NH 2 ). 1 .5 1 (s. 9H. (C/, 3 ) 3 CO)]. 

7-rm.putylox Y r ar bamov|.1 ?-dihvdrrv2 .7 a,^^ ^^ , stn ,„, t w g „ f 
yyil,whe r eRl=H.P=r-h,.r y toxycart>o nYl.Y=NH) GeneralMe.hnH n- 
gyclizatioq of fm-ButylpxvcarhanToylanilin ^ To an oven-dried 1 L r.b. flask containing 
3-rm-butyloxycarbamoylaniline (17.4 g, 83.5 mmol), MgS0 4 (50 g, 5 equivuiv). and 4-rm- 
butylcatechol (420 mg, 3 mol%) in 120 mL acetone (approx 0.75 M in the aniline) was 
added iodine (1 .07 g, 5 mol%), and the mixture was heated to reflux for 8 h. The crude 
reaction mixture was then cooled to rt, filtered through a bed of Celite™ on a fritted-glass 
funnel, rinsing with ethyl acetate, dried (Na 2 S0 4 ), and concentrated under reduced pressure. 
Purification by flash column chromatography (silica gel. hexanes/ethyl acetate, gradient 
elution) afforded 19.9 g (82%) of 7- te /r-butyloxycarbamoyl-U-dihydro-2,2,4- 
trimethylquinoline as a white solid, which was further purified by recrystallization from 
acetonitrile to give white needles. Data for 7-rm-butyloxycarbamoyl-U-dihydro-2,2.4- 
trimethylquinoline: 1 H NMR (400 MHz. CDCI3) 6.93 (d. J = 8.3. 1H. 5-H), 6.81 (br s. 
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1H, flNBoc), 6.34 (m. 2H, 6,8-H), 5.21 (d, J = 0.9, 1H, 3-H), 3.71 (br s, 1H, Ntf). 1.94 (d. 
J= 10,3H.4-CW3),1.50[s.9H,(C^3) 3 CO)],1.24[s,6H,2-(Ctf3)2]. 
l -AnMnp.l,^ihvdr9-2,?,4-trimpthYlquinplinp General Method 17- Removal of Rrv- 
Protecti ve Group from Compounds of structure <S7 p f Schemo Yyn. where P=t. 
batYloxvcarbonvl. Y=NH) To an oven-dried 25 mL r.b. flask containing 
butyloxycarbamoyl-U-dmydro-2^,4-trimethylquinoline (400 mg, 1.38 mmol) in 2 mL 
dichloromethane at 0°C was added trifluoroacetic acid ( 1 .06 mL, 1 0 equivui v), and the 
mixture was allowed to warm to it. After 3 h at it. the reaction mixture was diluted with 50 
mL dichloromethane, transferring to a 125 mL erlynmeyer flask, and cooled to 0°C before 
neutralization to pH 8 with sat'd aqueous NaHC03. The Diphasic mixture was transferred to 
a separately funnel, the layers were separated, and the organic phase was dried (Na 2 S04), 
and concentrated under reduced pressure to afford a light reddish oil. The crude material 
thus obtained was of greater than 98% purity by <H NMR. and was carried on to the next 
step without further purification. While the 7-amino-quinoline obtained decomposed 
appreciably within a few hours upon standing at rt, ethanolic solutions could be stored at - 
20°C for 2-3 days without substantial adverse effect on the subsequivuent reaction outcome. 
Typically however, the material was stored in bulk as the crystalline Boc-protected amine, 
and portions were hydrolysed as needed. Data for 7-amino-1.2-dihydro-2,2,4- 
h-imethylquinoline: lH NMR (400 MHz, CDCI3) 6.86 (d. / = 8.2, 1H. 5-H), 5.99 (dd, J = 
8.0, 2.3. 1H. 6-H). 5.79 (d. J = 2.0. 1H, 8-H). 5.12 (d, J = 1.4. 1H, 3-H). 3 .53 (br s. 3H. 
N/#2. N«), 1 .93 (d. J = 1 .2, 3H, 4-C//3). 1 .24 [s, 6H, 2-(C# 3 )2]. 



l,2-DihYdrn-?,? , 4-trimrfhvl^ 

structure 57 of Scheme XVII. where R^R^h p3 ^ fl Uftr ^ thvl v=Nm 0rmeM] 
25 \letJiadJ3: Knorr Cyclization of 7-amino-l .2-riihvdm-2 .7. 4-tri rv< .t h vi Quino | ines ^ fl g. 

Ketopster To an oven-dried 10 mL r.b. flask containing 7-amino- 1 ,2-dihydro-2a,4- 

trimcthylquinoline (100 mg, 0.53 mmol) and ethyl 4.4.4-trifluoroacetoacetate (85.4 mL. 

0.58 mmol, 1.1 equivuiv) in 2.5 mL absolute ethanol was added ZnCl 2 (1 10 mg, 0.81 mmol. 

1.5 equivuiv) and the mixture was heated to reflux for 3 h. Upon cooling to rt, the reaction 
30 mixture was diluted with 40 mL ethyl acetate, and the organic solution was washed with 

sat d aqueous NH4CI, dried (Na 2 S0 4 ), and concentrated under reduced pressure. 
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Purification by flash column chromatography (silica gel, hexanes/ethyl acetate, gradient 
eiution) afforded 72 mg (44%) of Compound 247 as a bright fluorescent-yellow solid* in 
addition to 70 mg (40%) of Compound 248 (EXAMPLE 148) as a pale yellow crystalline 
solid, and 10.4 mg (6%) of Compound 249 (EXAMPLE 149) as a white solid. Data for 
5 Compound 247: *H NMR (400 MHz, CDCI3) 1 1 .45 (br s, 1H, CON/J), 7.38 (s, 1H, 5-H) t 
6.66 (s, 1H, 7-H), 6.27 (s, 1H, 10-H), 5.42 (s, 1H, 3-H), 4.35 [br s, 1H, (CH3)2CNtf], 2.03 
(s, 3H, 4-C//3). 1 .33 [s, 6H, 2-(C/*3)2]. 



10 8-Ethoxv- 1 .2-dihvdro-2.2.4-mmethvl-6-trifluorom 

(Compound 248. structure 71 of Scheme XVII. where R 1 =R 2 =H. R 3 =trifluoromethvl. 
R s =ethvl. Y=N> This compound was obtained along with Compounds 247 and 249 as 
described above (EXAMPLE 147). Data for Compound 248: *H NMR (400 MHz, 
CDCI3) 7.56 (d, 1H, J = 1.8, 5-H), 6.84 (s, 1H, 7-H), 6.74 (s, 1H, 10-H), 5.52 (s, 1H, 3-H), 

15 4.47(q,2H,J = 7.0, CH3C//20), 4. 1 2 [br s, 1H, (CH3)2CNtf], 2.09 (d, 3H,7 = 1.3,4- 
CH3), 1 .42 (t, 3H, J = 7.0, C//3CH2O), 1 .34 [s, 6H. 2-(Ctf3)2L This product was readily 
converted to the 2-quinoIone isomer Compound 247 by heating neat with 10 equivuiv p~ 
chlorophenol at 180°C for 3 h. giving Compound 247 in >80% yield. 

20 EXAMPLE 149 

(US)- 1 .2.6.7-Teti^vdn>-6-hv^ 

glauinoline (Compound 249. structure 69 of Scheme XVII. where r!=r2=H. 
R 3 =trifluoromethvL Y-NTO This compound was obtained along with Compounds 247 and 
248 as described above (EXAMPLE 147). Data for Compound 249: *H NMR (400 MHz, 
25 DMSO-d6) 10.16 (s, 1H, CON/0. 7.09 (s t 1H, 5-H), 6.61 (s, 1H, OH), 6.24 (s, 1H, 10-H), 
6.01 [s, 1H, (CH3)2CNJf], 5.21 (s, 1H, 3-H), 2.80 and 2.72 (ABq, 2H, 7aB = 16.4, 7-H), 
1.86 (s. 3H, 4-CH3), 1.19 and 1.17 [2s, 2 x 3H, 2-(C#3)2L This product was readily 
converted to the 2-quinolone isomer Compound 247 by heating to 60°C in benzene or 
toluene with a catalytic amount of p-TsOH for 2 h, giving Compound 247 in >95% yield. 
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EXAMPLE 150 

(/y^l^3ATetrahvdiT>-2^^ 

(Compound 250, structure 63 of Scheme XVIIL where R ^R^h. R3^ nuoromethv] 
Y=Q) 

5 HOT)- 1 ,? t 3 ATetrfthydro-^^^-triingthvl-?^ jJJ -trirnethvlacetox vtemnnlin e (structure 7 3 
of Scheme XVIII. where R*=H. P=f-butvL Y=Q) In a dry r.b. flask equivuipped with a 
magnetic stir bar was suspended 1.2-dihydro-2,2,4-trimethyl-7-( 1,1,1- 
trimethylacetoxy)quinoline (structure 67 of Scheme XVIII, where R*=H, P=/-butyI, Y=0; 
EXAMPLE 138) (L01 g, 3.37 mmol) and 10% Pd/C (200 mg) in CH2CI2. The flask was 

10 charged with H2 gas and allowed to react for 12h with constant stirring. The suspension wa 
filtered though a bed of Celite™, washed with EtOAc (2 x 50 mL) and concentrated in 
vacuo to afford 996 mg (98%) of [R/S)- 1 ,23.4-tetrahydro-2,2,4-trimethy I-7-( 1,1,1- 
trimethylacetoxy)quinoline as a light brownish-red solid. Data for (R/Sh U3,4-tetrahydro- 
2A4-trimethyI-7-(l,l,l-trimethylacetoxy)quino]ine: *H NMR (400 MHz, CDCI3) 7.10 

15 (dd, J = 8.5, 0.9, 1 H), 6.30 (dd, J = 8.4, 2.4, 1 H), 6. 1 3 (d, / = 2.2, 1 H). 3.62 (br s, 1 H), 
2.87 (m, 1 H), 1.71 (dd, J = 13, 5.4, 1 H), 1.41 (apparent t, J = 13, 1 H), 1.31 (m, 10 H), 
1.22 (s, 3 H), 1.16 (s, 3 H). 



(WSh 1 ;U,4-Tetrahvdn>-7-hvdrox v^/Mrimethvlq iiinnl.ni* This compound was prepared 
20 as described above for 1 ,2-dihydro-7-hydroxy-2,2,4-trimethylquinoline (EXAMPLE 1 38) 
from (/raH,23,4-tetrahyd^ (2 30 mg, 

0.845 mmol) to afford (JV«-U3,4-teti^ydro<7-hydroxy-2,2,4.trimethylquinoline, which 
was used in the following reaction without further purification. 

25 (SISh 1 .2,3,4-Tetrahvdn>-2.2.4-trim 

(Compound 25Q. structure 63 of Scheme XVIII where r1=r2=h R3 =frifluoromefhvt 
1=0) This compound was prepared by General Method 9 (EXAMPLE 238) from crude 
(/V5)-l^,4-teti^ydn>-7-hydroxy-2^,4-trimethylquinoline and ethyl 4,4,4- 
trifluoroacetoacetate (310 mg, 1.69 mmol, 2 equivuiv) to afford 160 mg (61% overall) of 

30 Compound 250 as a yellow solid. Data for Compound 250: R f 0.4 (hex/EtOAc, 3: 1); *H 
NMR (400 MHz, CDCI3) 7.41 (s, 1 H), 6.37 (s, 1 H), 6.33 (s, 1 H), 4.46 (s, 1 H), 2.92 (rn, 1 
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H), 1.80 (dd,7 = 13,5.0,1H), 1.42(dd,7 = 13, 13, 1 H), 1.38 (d,y = 6.0, 3 H), 1.3 1 (s, 3 
H), 1.25 (s,3H). 

EXAMPLE 151 

5 1 ,2-DihvdrP-23.4-trilTK^^ ^Compound 
251. structure 58 of Sche me XVI. where R*=r2=H. R 3 =trifluoromethvL Y=n\ In a dry 
pressure tube equivuipped with a magnetic stir bar was dissolved Compound 238 
(EXAMPLE 138) (50 mg, 0. 159 mmol) and Lawesson's reagent (320 mg, 0.79 mmol, 5 
equi vui v) in 1 5 mL toluene. The resulting solution was heated at 1 00°C for 20 h. The cooled 
10 solution was concentrated on Celite ™ to give a free flowing powder which was purified by 
flash column chromotography (silica gel, hexanes/EtOAc, 5:1) to give 40 mg (78%) of 
Compound 251 as a bright red solid. Data for Compound 251: R r 0.36 (silica gel, 
hex/EtOAc, 3: 1); *H NMR (400 MHz, acetone-d6) 7.25 (s, 1 H,), 4.03 (s, 1 H), 6.89 (br s, 1 
H), 6.53 (s, 1 H), 5.62 (s, 1 H), 2.77 (d, / = 1.1, 3 H), 1.39 (s, 6 H). 

15 

EXAMPLE 152 

(/ySH, 2,3^6^^^ 

(Compound 252. structure 76 of .S cheme XIX. where Rl=R2 =H> R3 = trifluoitMiethvL Y=C» 
In a dry pressure tube equivuipped with a magnetic stir bar was dissolved Compound 250 

20 (EXAMPLE 150) (26 mg, 0.0836 mmol) and Lawesson's reagent (60 mg, 0.41 mmol, 5 

equi vui v) in 15 mL toluene. The resulting solution was heated at 100°C for 20 h. The cooled 
solution was concentrated on Celite™ to give a free flowing powder which was purified by 
flash column chromotography (silica gel, hexanes/EtOAc, 5:1) to afford 19.2 mg (71%) of 
Compound 252 as a bright orange solid. Data for Compound 252: Rf 0.37 (silica gel, 

25 hex/EtOAc, 3:1); lH NMR (400 MHz, CDCI3) 7.43 (s, 1 H), 7.16 (s, 1 H), 6.45 (s, 1 H), 
4.59 (br s, 1 H), 2.93 (m, 1 H), 1.82 (dd, / = 13, 5.1, 1 H), 1.45 (app t, J = 13, 1 H), 1.39 
(d, / = 6.6, 3 H), 1.34 (s, 3 H), 1.27 (s, 3 H). 
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EXAMPLE 1*3 
^'onrfdifluoro^hvH^ihvd^^ 
(Compound 253, structure S7 of Sch eme XVTI ^rUrLh 
R3=chlnmrfiflii» TO methvl. Y=Q) 
5 This compound was prepared by General Method 9 (EXAMPLE 238) from 1 ,2-dihydro-7- 
hydroxy-2,2,4-trimeihy]quinoline (EXAMPLE 138) (71 mg, 0.37 mmol) and methyl 4- 
chloro-4,4-difluoroacetoacetate (150 mg. 1 .62 mmol. 2.2 equivuiv) to afford 17.6 mg (15 
%) of Compound 253 as a light yellow solid. Data for Compound 253: R, 0.35 
(hex/EtOAc. 3:1); lH NMR (400 MHz. CDCI3) 7.40 (s. 1 H). 6.33 (s. 1 H), 6.31 (s. 1 H). 
10 5.4 1 (s. 1 H). 4.42 (br s. 1 H). 2.02 (s, 3 H). 1 .36 (s. 6 H). 

EXAMPLE ISd 
^(*tYH,2^jhYdr<y?,2.4-trimethv^^ 

ffompound^ 30S3MlgS9 of Scheme XVT where R»=R^H P^ . fl|lomm> , fhyl 
15 R 4 =ac e tv1 V=M> 

To an oven-dried 10-mL r.b. flask containing Compound 247 (15 mg. 0.049 mmol) in 1 mL 
dichloromethane at rt was added acetic anhydride (0.10 mL, xs) and 4-NJV- 
dimethylaminopyridine (6.5 mg. 0.054 mmol. 1.1 equivuiv). and the mixture was stirred 10 
min. Dichloromethane (20 mL) was added, and the solution was washed with 1M pH 7 
potassium phosphate buffer, dried (Na 2 S0 4 ). and concentrated under reduced pressure. 
Purification by flash column chromatography (silica gel. hexanes/ethyl acetate, gradient 
elution) afforded 16 mg (92%) of Compound 254 as a yellow oily solid. Data for 
Compound 254: 1 H NMR (400 MHz. CDCI3) 7.66 (s. 1H. 5-H), 7.08 (s. IHi 7-H). 6.83 (s. 
1H. 10-H), 5.63 (s. 1H. 3-H). 4.31 rbr s. 1H. (CH 3 ) 2 CNfl]. 2.38 (s. 3H. C//3CON), 2. 12 (s 
25 3H 4-C//3), 1.48 [s. 6H. 2-(C// 3 ) 2 ]. 

EXAMPLE 155, 

1 .2-PihYdrp-2 , 2 4J^trame^ 

255, structure 57 of Sgfagpe XVH, where R l=methv1. R2 =H P3 s trif1ll<w>m ^ hv , 
30 ^•ButYloxYcaTbamoYl-2-nitro to|»enc (structure 65 o f Schema XVTI -here Rl^.hv! 
■ P=r-butY)ox Y carbonl, Vg NH) This intermediate was prepared from 2-methyl-3-nitroaniline 
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(5.00 g, 32.8 mmol) by General Method 10 (EXAMPLE 1 47), affording 7.44 g (90%) of 6- 
/m-butyloxycarbamoyl-2-nitrotoluene as an off-white solid. Data for 6-tert- 
butyloxycarbamoyl-2-ritrotoluene: *H NMR (400 MHz, CDCI3) 7.98 (br d, J m 8.0, 1H, 

5- H), 7.51 (br d, J = 8.1, 1H, 3-H), 7.28 (dd, J = 7.6, 3.4, 1H, 4-H), 6.58 (br s, 1H, Ntf), 
5 2.34 (s, 3H, l-Cf/3). 153 [s, 9H, (Cff3)3CO)]. 

2-Amino-6-fgrr-butv loxvcarbamovholuene (structure 66 of Scheme XVII. where 
Rl=rmethvl. P=f-butvloxvcarbonI. Y=NK) This compound was prepared from 6-ferr- 
butyloxycarbamoyl-2-nitrotoIuene (4.60 g, 18.2 mmol) in a manner similar to that described 
10 for 3-/m-butyloxycarbamoylaniline (EXAMPLE 147), affording 4.00 g (99%) of 2-amino- 

6- /m-butyloxycarbamoyltoIuene as a colorless oil. Data for 2-amino-6-terf- 
butyloxycarbamoyltoiuene: *H NMR (400 MHz, CDCI3) 7.04 (br d of ABq, 7aB = 8.0, 

J A = 0, JB = 7.9, 2H, 5,4-H), 6.49 (d. J = 8.3, 1H. 3-H), 6.26 (br s, 1H, Ntf), 3.61 (br s, 2H, 
NJ/2), 2.02 (s. 3H, 1-C#3). 151 [s, 9H, (C#3)3CO)]. 

15 

7- re/7-3utt|QKYCa^ (structure 67 of Scheme 
XVII. where Rl=methv1. P=f-butvlox vcarbonl . Y=NFD This compound was prepared from 
2-amino-6-fm-butyloxycarbamoyltoluene (4.00 g, 18.0 mmol) according to General 
Method 1 1 (EXAMPLE 147), affording 4.56 g (84%) of 7-terf-butyIoxycarbamoyl-l,2- 

20 dihydro-2,2,4,8-tetramethy lquinoline as a white solid. Data for 7-terf-butyIoxycarbamoy I- 
l^Htihydio-2^4,8-tetramemylquinoline: *H NMR (400 MHz, CDCI3) 6.94 and 6.88 (br 
ABq, JAB - 8 3, 2H, 6,5-H), 6.16 (br s, 1H, ifNBoc), 5.27 (s, 1H, 3-H), 3.61 (br s, 1H, 
(CH3)2CN/fl) 2.04 (s, 3H, 8-CJ/3). L97 (s, 3H, 4-C#3). 1.50 (s, 9H, (C//3)3CO)]). 1 .28 (s, 
6H,2-(C#3)2). 

25 

7-Amino-K2-dihvdro-2.2>4.8«tetramethvlquinoline This compound was prepared by 
Genera] Method 12 (EXAMPLE 147) from 7-/er/^utyloxycarbanK>yl-l^ihydn>-22,4,8- 
tetramethy lquinoline (400 mg, 1.32 mmol) affording 267 mg (quant) of 7-amino-l,2- 
dihydn>-2^,4,8-tetramethy lquinoline as a light reddish oil. Data for 7-amino- 1 ,2-dihydro- 
30 2A4,8-tetramethylquinoline: *H NMR (400 MHz, CDCI3) 6.82 (d, J = 8.2, 1H, 5-H), 
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6.08 (d„/ = 8.1, lH,6-H).5.15(d,/ = 1.2, 1H, 3-H), 3.56 (br s, 3H. N// 2 . NH). 1.95 (d./ = 
1.2. 3H, 4-CW3). 1.91 (s, 3H, 8-C//3), 1.27 [s, 6H, 2-(C// 3 )2]. 

l,2-Pihydro-2,2,4.10-tetnmiemvl-6^ 

255. Structure 57 of Scheme XVII. where Rl=methvl. r2=H. RS^flnoromethvl V^fJH) 
This compound was prepared by General Method 13 (EXAMPLE 147) from 7-amino-U- 
dihydro-2^.4,8-tetramethylquinoline (100 mg, 0.49 mmol) and ethyl 4,4,4- 
trifluoroacetoacetate (107 mL, 0.73 mmol, 1 .5 equivuiv) affording 75 mg (47%) of 
Compound 255 as a fluorescent-yellow solid. Data for Compound 255: 1 HNMR(400 
MHz. CDCI3) 9.23 (br s, 1H. CONfl), 7.37 (s, 1H. 5-H), 6.67 (s, 1H, 7-H). 5.45 (s, 1H, 3- 
H),4.14[brs, lH,(CH 3 )2CN/fl.2.12(s,3H, 10-C# 3 ),2.04(d,7 = 1.1.3H,4-C// 3 ), 1.37 
[s, 6H. 2-(CW 3 )2). 

EXAMPLE jgj 

} a-my^n-2a,4-tnimb\\-6-( 1 . 1 ^^-nentafluorethvllR - pyrannnof 5 , 6 -plqnf »»i; rr 
(Compound 256, structure 57 of Scheme XVII. where R I^R^ h . R3 =nentfl n.,n«v>th Y ^ 
3=Q) This compound was prepared by General Method 9 (EXAMPLE 238) from 1 ,2- 
dihydro-7-hydroxy-2^,4-trimethylquinoline (EXAMPLE 138) (67 mg, 035 mmol) and 
ethyl 4,4,5,5,5- pentafluoropropionylacetate (179 mg. 0.76 mmol. 2.2 equivuiv) to afford 
1 1.8 mg (10 %) of Compound 256 as a light yellow solid. Data for Compound 256: *H 
NMR (400 MHz, CDC1 3 ) 7.31 (s. 1 H). 6.35 (s. 1 H), 6.33 (s. 1 H). 5.40 (s. 1 H), 4.54 (s. 1 
H), 1.99 (d. / = 1.1,3 H). 1.35 (s, 6 H). 



EXAMPLE 1ST 

(W.?)-6-Ch1oro(difluoro>memvl-1.2A4^ 

glquinpline (Compound 257. structure 63 of Scheme XVfn when. R Irft^ 
R 3 =chlorodifluoromethvl V=(V> This compound was prepared by General Method 9 
(EXAMPLE 238) from (^S>1^3.4-tetrahydnv7-hydroxy-2^,4-trimethylquinoline 
(EXAMPLE 150) (57 mg. 0.29 mmol) and methyl 4-chloro-4,4-difluoroacetoacetate (120 
mg. 0.645 mmol, 2.2 equivuiv) to afford 35.6 mg (38 %) of Compound 257 as a light yellow 
solid. Data for Compound 257: Rr 0.37 (hex/EtOAc, 3: 1); Ifl NMR (400 MHz, CDCI3) 
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7.55 (s, 1 H). 6.36 (s. 1 H), 6.32 (s, 1 H), 4.53 (br s, 1 H), 2.95 (m. 1 H ), 1 .80 (ddd. 7=13, 
5.1. 1.5. 1 H). 1.45 (apparent X,J * 13. 1 H). 1.39(d./ = 6.7. 3 H). 1.32 (s, 3 H). 1.27 (s. 3 
H). 

EXAMPLE 158 

5 7-Chloro-1.2-dihvdro-2.2.4-trim^ 

f Compound 258. structure 57 of Scheme XVII. where R j =H. r 2=CK R3 = trifluoromethvl. 
Y=Q1 This compound was prepared by General Method 9 (EXAMPLE 238) from 1 ,2- 
dihydro-7-hydroxy-2^,4-trimethylquinoline (EXAMPLE 138) (78 mg. 0.41 mmol) and 
ethyl 2-chioro-4.4,4-trifluoroacetoacetate (195 mg, 0.898 mmol. 2.2 equivuiv) to afford 7.2 
10 mg (6%) of Compound 258 as a red solid. Data for Compound 258: Rf 0.33 (hex/EtpAc, 
3:1); *H NMR (400 MHz. CDC13) 737 (s. 1 H). 632 (s. 1 H). 5.42 (s. I H). 4.54 (br s. 1 
H). 2.01 (d, J = 1 .0, 3 H). 1 .31 (s. 6 H). 

EXAMPLE 159 

15 (/MSy7^loro-1.2.3.4-teii^vd^ 

glflUinPlme (Compound 259. structure 63 of Schem e XVIII. where Rl=H. r2=Q. 
R 3 =trifluoromethvl. Y=C» This compound was prepared by General Method 9 (EXAMPLE 
238) from (»5>1^.3.4-tetrahydro-7-hydroxy-2A4-trimemylquinoline (EXAMPLE 150) 
(57 mg 0.29 mmol) and ethyl 2-chloro-4.4,4-trifluoroacetoacetate (140 mg, 0.645 mmol, 2.2 

20 equivuiv) to afford 6.8 mg (7%) of Compound 259 as a yellow solid. Data for Compound 
259: R, 0.35 (hex/EtOAc, 3: 1); *H NMR (400 MHz, CDCI3) 7.53 (s, 1 H), 6.32 (s, 1 H), 
4.51 (brs, 1H), 2.93 (m, 1 H), 1.81 (dd,7= 13, 3.7, 1 H). 1.44 (apparent t. J= 13.3H), 
1.31 (s.3H). 1.25(s,3H). 

25 EXAMPLE 160 

(8/Sh 1 .2.3.4-Terrahvdro-2.2.4-trimethvl^^ 

(C ompound 260. structure 63 of Scheme XVIII. where R'=R2=H. R3=trifluorornethvl 
Y=NH) 

(/^7-rgrT-Bntvloxvcarbamovl-1.2.3.^ f structure 72 of 

30 Scheme XVm. where R»=H. P=Nbutvloxvcarbonvl. Y=Nffl To an oven-dried 100 mL 
round-bottomed flask containing 7-ferr-buryloxycarbamoyl- 1 ( 2-dihydro-2,2,4- 
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trimethylquinoline (EXAMPLE 147) (200 mg, 0.69 mmol) in 50 mL 2:1 ethyl 
acetate/ethanol at it was added 10% Pd on C (approx 1 mol%), and the mixture was stirred 
under an atmosphere of H2 for 4 h. The reaction mixture was then filtered, and 
concentrated under diminished pressure to give 201 mg (quant) of 1-tert- 
butyIoxycarbamoyM,2,3,4-tetrahydr^^ as a white oily solid. Data 

for (/^7-rm-butyloxycarbamoyl-l A3.4-tetrahydro-2^,4-trimethylquinoline: 1h NMR 
(400 MHz, CDCI3) 7.02 (d, J = 8.7. 1H. 5-H). 6.73 (br s. 1H, flNBoc). 6.39 (dd. J = 8.3. 
2.2. 1H. 6-H). 6.29 (br s, 1H. 8-H), 3.62 (br s. 1H. N/f). 2.85 (ddq. J = 12.5. 12.3. 6.4. 1H. 
4-H). 1.70and 1 .39 [d of ABq, JaB = 12.8, /a ~ 5.5 Hz (3-Hequiv). /B = 12.6Hz(3- 
Hax)2H], 1.49 [s, 9H, (CW 3 )3CO)). 1.29 (d.7 = 6.7, 3H, 4-C# 3 ). 1.21 (s. 3H. 2-CH 3 ), 1-14 
(s. 3H. 2-CH3). 



15 



20 



25 



30 



(^7-Amino-K2.3,4-tetrahvdro-2J2.4-trim < . t h Y | 1v ; rr i;^ This compound was prepared 
by General Method 12 (EXAMPLE 147) from 7-fert-butyloxycarbanx>yl-U3.4.tetrahydro- 
2^.4-trimethylquinoline (150 mg. 0.51 mmol) to afford 98 mg (quant) of (/WS)-7-amino- 
1 A3.4-tetrahydro-2,2,4-trimethylquinoline as a light reddish oil. Data for 7-amino-U,3,4- 
tetrahydro-2A4-trimethylquinolinc: *H NMR (400 MHz, CDCI3) 6.92 (dd, J = 8.0. 0.8. 
1H, 5-H). 6.02 (dd. J = 8.2. 2.3, 1H, 6-H), 5.77 (d, J = 2.3. 1H. 8-H), 3.39 (br s, 3H, Ntf 2 . 
NJ/). 2.81 (ddq. J = 12.6. 12.3, 6.4. 1H. 4-H). 1.68 and 1.38 [d of ABq. 7aB = 12.8. J A = 
5.5 Hz (3-Heq U iv). /B = 12.5 Hz (3-H,„)2H], 1-26 (d. J = 6.7, 3H. 4-0*3), 119 (s. 3H. 2- 
CH3). l.I4(s.3H,2-CH 3 ). 

l.?.3.4-T^Ydro-2 . 2,4-trimethvl-^ 

(Compound 260 , 8m , ctH re g Of frU ffng XVH1 w here R' s r2=R ^^fluo^h^ 
Y=Nm This compound was prepared by General Method 13 (EXAMPLE 147) from (WS)- 
7-amino-1.23.4-tetrahydro-2,2,4-^ (98 mg, 0.51 mmol) and ethyl 4.4.4- 

trifluoroacetoacetate (82 mL, 0.56 mmol, 1.1 equivuiv) to afford 66 mg (42%) of 
Compound 260 as a fluorescent-yellow solid. Data for Compound 260: *H NMR (400 
MHz. CDCI3) 1 1.32 (br s, 1H, CONfl), 7.50 (s. 1H. 5-H). 6.64 (s. 1H. 7-H). 6.41 (s. 1H. 
10-H).4.55[brs, 1H, (CH 3 )2CN«], 2.91 (ddq./ = 12.6. 12.4,6.3, IH,4-H), 1.76 and 1.41 
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[d of ABq, JaB = 12.8, J a = 5.5 Hz (3-HequivX JB = 12.4 Hz (3-Hax)2H), 1 .37 (d, J = 
6.8. 3H, 4-CJ/3), 1.22 (s, 3H, 2-CH 3 ), 1.18 (s, 3H, 2-CH 3 ). 

EXAMPLE 161 

5 1 .2-Dihvdrt>-2 ^ A9-tet^^ (Compound 
261. structure 57 of Sc heme XVI. where R*=r2=H. R^fluoromethvl. R4=methvtt 
To an oven-dried 50-mL r.b. flask containing Compound 247 (500.0 mg, 1 .62 mmol) in 5 
mL THF at 0°C was added portion-wise sodium hydride (71.4 mg of a 60% dispersion in 
mineral oil, 1.78 mmol, l.lOequivuiv). After 30 min, iodomethane (101 mL, 1.62 mmol, 

1 0 1 .00 equivuiv) was added, and the mixture was allowed to warm to rt, and after 4 h, the 

reaction mixture was cooled to 0°C, and water (5 mL) was added. The reaction mixture was 
then diluted with 100 mL ethyl acetate, and the organic solution was washed with 50 mL 
brine, dried (Na2S04), and concentrated under reduced pressure. Purification by flash 
column chromatography (silica gel, hexanes/ethyl acetate, gradient elution) afforded 497 mg 

15 (95%) of Compound 261 as a bright fluorescent-yellow solid. Data for Compound 261: *H 
NMR (400 MHz, CDCI3) 7.41 (d, J = 1 .7, 1H, 5-H), 6.73 (s, 1H, 7-H), 6.28 (s, 1H, 10-H), 
5.42 (s, 1H, 3-H). 4.36 [br s, 1H, (CH3)2CN//], 3.62 (s, 3H, NC/*3), 2.04 (d, J m 1.2, 3H, 4- 
CH3), 1 .33 [s, 6H, 2-(Ctf3)2]. 

20 EXAMELEJ62 

l^-Dihvdn>-2.2.4-trimemvl-8-rt^ (Compound 262. 

structure 70 of Scheme XVII. where R*=r2=H. R3=trifluoromethvK Y=NH) An 
alternative procedure for the Knorr reaction combined 7-amino-l ,2-dihydro-2,2 t 4- 
trimethylquinolsne (EXAMPLE 147) (131 mg, 0.70 mmol) and ethyl 4,4,4- 

25 trifluoroacetoacetate (154 mL, 1.05 mmol, 1.5 equivuiv) with 0.5 mL polyphosphoric acid 
(PPA) in a 10-mL r.b. flask and the mixture was heated to 100°C for 2 h. The cooled 
reaction mixture was diluted with 140 mL ethyl acetate, and the solution was washed with \ 
neutralized to pH 8 with 50 mL sat'd aqueous NaHC03. The layers were separated, and the 
organic phase was washed with 50 mL brine, dried (Na2S04), and concentrated under 

30 reduced pressure. Purification by flash column chromatography (silica gel, hexanes/ethyl 
acetate, gradient elution) afforded 79 mg (37%) of Compound 247 along with 8 mg (4%) of 
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Compound 262 as a fluorescent-yellow solid. Data for Compound 262: 1 HNMR(400 
MHz. CDCI3) 10.50 (br s, 1H, C=CCF 3 Nfl), 7.33 (s, 1H, 5-H). 6.62 (s, 1H, 7-H), 6.17 (s. 
1H, 10-H), 533 (s, 1H, 3-H). 4.21 [br s. 1H, (CH 3 )2CNH], 2.04 (s, 3H. 4-CW3). 1.36 [s, 
6H,2-(C/r3)2]. 



6-nMchlorofeftoxvmiethvll-1.2-dihvd ^ 

fComnounH 7fi3>. structure T7 of Scheme XVII. where R 1=r2 = H | 
R 3 =dichlororethoxvWhvi v=n> 

This compound was prepared by General Method 9 (EXAMPLE 238) from U-dihydro-7- 
hydroxy-2^,4-trimethylquinoline (EXAMPLE 138) (67 mg, 0.35 mmol) and ethyl 4,4,4- 
trichloroacetoacetate (179 mg. 0.77 mmol. 23. equivuiv) to afford 30 mg (24%) of 
Compound 263 as a light orange solid. Data for Compound 263: Rf 0.28 (hex/EtOAc, 
3: 1); lH NMR (400 MHz, CDCI3) 7.97 (s. 1 H). 6.5 1 (s. 1 H). 6.32 (s. 1 H). 4.42 (q, J = 
7.2. 2 H). 2.92 (m, 1 H), 1 .79 (dd, J = 1 3, 5. 1 . 1 H). 1 .40 (m, 4 H). 1 .38 (d, J = 6.6, 3 H). 
130(s.3H).1.25(s,3H). 



S-rg-FurYlVl^-djhYdro-Z^^trimethvl-S-pvr a nonorS.e-plquinoline ^Compound 264 
20 structure 57 of Scheme XVII where r'=r2=H. R3-y filrv i Y= m 

This compound was prepared by General Method 9 (EXAMPLE 238) from l^-dihydro-7- 
hydroxy-2^.4-trimethylquinoline (EXAMPLE 138) (120 mg, 0.62 mmol) and ethyl B-oxo- 
3-furanpropionaie (227 mg, 1.25 mmol, 2 equivuiv) to afford 6.4 mg (3%) of Compound 
264 as a light yellow solid. Data for Compound 264: R, 0.30 (hex/EtOAc, 3: 1 ); lH NMR 
25 (400 MHz. CDCI3) 7.76 (s. 1 H). 7.76 (dd, J = 3.5. 1.8. 1 H), 7.34 (s, 1 H). 6. 66 (d. J = 
1-7. 1 H). 635 (s. 1 H), 6.06 (s. 1 H). 5.36 (s. 1 H). 4.34 (s, 1 H). 1.95 (d. J = 1.1, 3 H). 
1.34 (s, 6 H). 



5 



EXAMPLE 1« 



EXAMPLE 164 



EXAMPLE 16S 

1 ,2-PihYdro- 1 ^.^etrarnethvl-o-trifluoromethvl-S-pvTa n onorS .6-plauinoline rCnmnnimrt 
26S, structure 60 of Scheme XVI. where R I^ R ^rS^h R3 =rri fiiiornrn e thvl v= m 
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In a dry r.b. flask equivuipped with a magnetic stir bar was dissolved Compound 238 (50 
mg, 0.162 mmol) and paraformaldehyde (48 mg, 1.62 mmol, 10 equivuiv) in glacial acetic 
acid (10 mL). To this bright yellow solution was added NaCNBH3 (50 mg, 0.8 1 mmol, 5 
equivuiv). The solution stirred for 18 h under an atmosphere of N2. In a separate flask was 
5 prepared a suspension of 100 g ice and 20 mL of 20% NaOH(aq). The reaction mixture was 
slowly poured over the NaOH solution, extracted with EtOAc (3 x 50 mL), washed with 
brine, dried (Na2S04) and concentrated in vacuo to afford 50.6 mg (97%) of Compound 
265 as a bright yellow solid. Data for Compound 265: Rf 0.39 (hex/EtOAc, 3:1); *H 
NMR (400 MHz, CDCI3) 7.20 (d, J = 1 .8, 1 H), 6.36 (s, 2 H), 5.36 (d, J m 1 .0, 1 H), 2.88 



1 a-rflhvdrp-6-trifluorometh^ qui noline 

(Compound 266. structure 57 of Scheme XVII. where R*=r2=H. R3=trifluoromethvL 

3-AmincKS , -r-butvloxvcarbonvl thiophenol (structure 66 of S cheme XVII. where RUH. 
P=r-butvloxvcarbonvL Y=S) To a solution of 3-aminothiophenol (500 mg, 4.0 mmol) and 
di-r-buty 1 dicarbonate (872 mg, 4.0 mmol) in 10 mL of dry dichloromethane at 0°C was 
added dropwise, triethylamine (557 mL, 4.0 mmol). When the addition was complete, the 

20 reaction was allowed to warm to rt and the resulting mixture was stirred for 16 h. The 

reaction mixture was concentrated in vacuo and the residue was then diluted with 20 mL of 
ethyl acetate and washed with water (2x10 mL), dried (Na2S04) and concentrated in vacuo 
to an oil that was subjected to flash chromatography (silica gel, hexanes/ethyl acetate, 7:3) 
which gave 274 mg (30%) of 3-amino-S-f-buty loxycarbonyl thiophenol as a clear oil. Data 

25 for 3-amino-5-/-butyloxycarbonyl thiophenol: *H NMR (400 MHz, CDCI3) 7. 1 2 (apparent 
t, J = 8.2, 1H), 6.90 (d, J = 8*2, 1H), 6.84 (d, J = 2.2, 1H), 6.68 (dd, J = 8.2, 2.2, 1H), 
3.68 (br s. 2H), 1.56 (s, 9H). 



10 (s, 3 H), 2.00 (d, J = 1.1, 3 H), 1.39 (s, 6 H). 



EXAMPLE 



30 



7-frButvloxvcarbonvlthio-L2-di^ rstmcture 67 of Scheme 

XVn. where R*=H. P=r-butvloxvcarbonvL Y=S) This compound was prepared by General 
Method 13 (EXAMPLE 147) from 3-amino-S-/-butyloxycarbonyI thiophenol (274 mg, 1.2 
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10 



15 



20 



25 



nunol) to afford 148 mg (40%) of 7-^butyloxyca^bonylwio-l,2Hhhyd^>-2,2,4- 
trime m y| V linoline as a yellowish oil. Data for 7-r-butyloxycarbonylthio-U-dihydro-2^.4- 
trimethylquinoline: *H NMR (400 MHz, CDCI3) 7.02 (d. / = 7.9, 1H), 6.74 (dd, J = 7.9. 
1.6, 1H). 6.57 (d, J = 1.6, 1H). 5.31 (s, 1H). 3.73 (br s. 1H), 1.95 (s, 3H), 1.50 (s, 9H), 1.26 
(S.6H). 

1.2-PihvdP>-6-trifluorPTne^ 

(Compound 266, Structure 57 of Scheme XVII w here R^R^h R^im^j ^^ 
X=3) Trifluoroacetic acid (744 mL, 0.0096 mol) was added all at once via a syringe to a 
solution of 7-r-butyloxycarbonylthio-U^ihydio-2^,4-trimethylquinoIine (0.14 g) in 1 mL 
of dry dichloromethane at 0 °C. After 10 min the ice bath was removed and the mixture 
was allowed to stir at it for 45 minutes. It was then cooled to 0 °C and neutralized with 
sat'd NaHCOs, extracted with dichloromethane (3 x 10 mL). The combined organic phases 
were washed with water (10 mL), dried (Na 2 S0 4 ) and concentrated in vacuo to a crude 
product (50 mg) that was used directly in the next step. A solution of the crude material 
obtained above (50 mg) and zinc chloride (100 mg, 0.724 mmol) in 0.5 mL of absolute 
ethanol was heated in a sealed tube for 16 h at 80 °C. The reaction was quenched with sat'd 
NH4CI (2 mL) and extracted with ethyl acetate (2x5 mL), dried (Na2S0 4) and 
concentrated in vacuo to an orange solid residue that was subjected to flash 
chromatography (silica gel, hexanes/ethyl acetate, 7:3). followed by preparative TLC (500 
um, hexanes/ethyl acetate. 7:3) to afford 2.2 mg (3%) of Compound 266 as a yellow oil. 
Data for Compound 266: lH NMR (400 MHz. CDCI3) 734 (s, 1H), 6.62 (s, 1H), 6.43 (s. 
1H), 5.44 (s, 1H). 4.32 (br s. 1H), 2.03 (s. 3H), 1.29 (s, 6H). 



EXAMPLE 167 

U-DihYdro-U , ?,4 Q^ntamethvl^trifluoroniethvl-R - mmHnnnrs ^ ff ) fl ,»«^ in 
(Compound 267, sfnifturr 60 of Scheme YV1. where R Ur2=rS =h t^nAno^,^ 
Y=N-methvn 

To a 25-mL r.b. flask containing Compound 247 (EXAMPLE 147) (125.8 mg, 0.41 mmol) 
30 in 5 mL DMF at rt was added 200 mg (approx 10 equivuiv) solid KOH. After 30 min. 
iodomethane (129 ML, 2.04 mmol, 5.0 equivuiv) was then added, and the mixture was 
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allowed to stir at rt overnight. Ethyl acetate (SO mL) was then added, the triphasic mixture 
was neutralized to pH 6 with sat'd aqueous NH4CI, and the layers were separated. The 
organic phase was washed with brine, dried over Na2S04, and concentrated under reduced 
pressure. Purification by flash column chromatography (silica gel, hexanes/ethyl acetate, 
5 gradient elution) afforded 1 11 mg (8 1 %) of Compound 267 as a bright fluorescent-yellow 
solid. Data for Compound 267: *H NMR (400 MHz, CDCI3) 7.37 (s, 1H, 5-H), 6.74 (s, 
1H, 7-H), 6.21 (s, 1H, 10-H), 5.38 (s, 1H, 3-H), 3.69 [s, 3H, CONC#3]. 2.94 [s, 3H, 
(CH3)2CNC/*3l, 2.03 (s, 3H, 4-0/3). 140 [s, 6H, 2-(C#3)2]. 

10 EXAMPLE 168 

7-Chlws>- 1 ,3^ihy;ir^2.?i4-^m*fty^ 

(Compound 268. structure 57 of Scheme XVII. where R*=H. R2=C1. R 3 =trifluoromcthvL 
Y-NH) 

This compound was prepared by General Method 13 (EXAMPLE 147) from 7-amino-l,2- 
15 dihydro-2,2,4-trimethylquinoline (EXAMPLE 147) (64 mg. 0.34 mmol) and ethyl 2-chloro- 
4,4,4-trifluoroacetoacetate (147 mg, 0.68 mmol, 2.0 equivuiv) to afford 36 mg (31%) of 
Compound 268 as a fluorescent-yellow solid. Data for Compound 268: *H NMR (400 
MHz, CDCI3) 7.52 (s, 1H, 5-H), 6.31 (s. 1H, 10-H), 5.43 (s, 1H, 3-H), 4.47 [br s , 1H, 
(CH3)2CN//], 2.03 (s, 3H, 4-CJ/3), 1.33 [s, 6H, 2-(C//3)2]. 

20 

example; 1^9 

6-Chloro(difluoro)methyl- 1 .2^ihvdro-2^.4-trimethvt-8-pvridonor5.6-g1quinoline 
(Compound 269, structure 57 of Scheme XML where Rt=R2=H. 

25 This compound was prepared by General Method 13 (EXAMPLE 147) from 7-amino-l,2- 
dihydro-2,2,4-trimethylquinoline (EXAMPLE 147) (60 mg, 0.33 mmol) and methyl 4- 
chloro-4,4-difluoroacetoacetate (92 mg, 0.49 mmol, 1.5 equivuiv) to afford 17 mg (16%) of 
Compound 269 as a fluorescent-yellow solid. Data for Compound 269: *H NMR (400 
MHz, CDCI3) 12.50 (br s, 1H, CONtf), 7.52 (s, 1H, 5-H), 6.62 (s, 1H, 7-H), 6.39 (s, 1H, 

30 10-H),5.42(s, 1H, 3-H), 4.48 [brs, 1H, (CH3)2CN//]. 2.04 (d,/= 1 .0. 3H, 4-C#3), 1.31 
[s, 6H, 2-(Ctf3>2]. 
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EXAMPLE 170 

8^^o-l,^Ydnv2,2,4-trimcthvIind e nof3.2- g 1 a uinolin ft rr» m P ounri 370 ggugmg gf 
SdMme IV. where R2-4 r 6 = h R5^ ann _ y=rH ^ 

To a 25-mL r.b. flask equivuipped with a magnetic stir bar were added Compound 117 
(104.7 mg, 0.40 mmol), DMF (1 .5 mL), pyridine (0.16 mL), and copper (I) cyanide (43.2 
mg, 0.48 mmol). A reflux condenser was attached to the flask. The green cloudy mixture 
was stirred at reflux for 3 hours, and allowed to cool to room temperature. The reaction 
mixture was diluted with ether (30 mL) which formed a precipitate in the dark solution. 
The precipitate was gravity filtered through Celite. The filtrate was rinsed three times with 
ether (20 mL). The isolated solution was added to a separately funnel. The organic layer 
was washed with 2:1 mixture of water and ammonium hydroxide (20 mL) followed by 
saturated ammonium chloride solution (2 x 20 mL) and saturated sodium bicarbonate (20 
mL). The aqueous layers were extracted with ether (3 x 10 mL). The organic layers were 
combined, dried (Na 2 S0 4 ). and concentrated. The product was purified by flash column 
chromatography (75 mL silica, hexane) to afford 30 mg (26 %) of Compound 270. Data for 
Compound 270: lH NMR (400 MHz, acetone-d 6 ) 7.77 (d, J = 7.9, 1H). 7.72 (s. 1 H). 
7.61 (m, 2 H). 6.72 (s, 1 H), 5.54 (s. 1 H), 5.39 (s, 1 H). 3.79 (s, 2 H), 2.08 (s, 3 H), 1.29 (s 
6H). 

EXAMPLE 171 

6-(3-Cyaqo-5-fluoronhenvlVl .2-dihvrfm-? 7 4 -tri me thvl T .inoii n( . rrnn, r ,nH V i _ 
Structure 4 pf Scheme II where R»=3-^v a n o-5-flunmphpnvn 

B-BrgmQ-S-fhiorobepzonitrilp . To a I liter r.b. flask equivuipped with a magnetic stir bar, 
commercially available 1.3^ibromo-5-fluorobenzene (44.0 g, 173.3 mmol). DMF (268 
mL), pyridine (28.0 mL). and copper (I) cyanide (15.5 g, 173.3 mmol) were added under 
nitrogen. A reflux condenser was attached to the flask. The green cloudy mixture was 
stirred at reflux for 3 h. The reaction progress was difficult to monitor by TLC, so once 
lower Rf impurities were observed the reaction was allowed to cool to rt. The reaction 
mixture was quenched with 200 mL ether which formed a precipitate in the dark solution. 
The precipitate was gravity filtered through Celite. The filtrate was rinsed three times with 
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ether (100 raL). The isolated solution was added to a separately funnel. The organic layer 
was washed with 2 to 1 mixture of water and ammonium hydroxide (200 mL) followed by 
saturated ammonium chloride solution (2 x 200 mL) and saturated sodium bicarbonate (200 
mL). The aqueous layers were extracted with ether (3 x 1 00 mL). The organic layers were 
5 combined and dried (Na2S04). The product, 3-bromo-5-fluorobenzonitrile t was purified by 
flash column chromatography (300 mL silica, hexane) followed by recry stall ization from 
hexane to afford 223 g (65 %) of the product as white crystals. Data for 3-bromo-5- 
fluorobenzonitrile: *H NMR (400 MHz, acetone-d6) 7.81 (s, 1 H), 7.73 (dd, J = 8.4, 1 .9, 
1 H), 7.65 (dd, J = 8.5, 2.0, 1 H). 

10 

6-f 3-Cvano-5-flu orophenvn- 1 Jt^hvdro-2.2.4>trimethvlouinoline (Compound 271 , 
structure 4 of Scheme EL where R 1 =3-cvano-5-fluorophcnvn. This compound was 
prepared according to General Method 2 (EXAMPLE 9) from Compound 9 (46.3 mg, 0. 14 
mmol) and 3-bromo-5-fluorobenzonitriie (29.1 mg, 0.14 mmol). The crude material was 
15 purified by recrystallization from hexane to afford 1 5.8 mg (37%) of Compound 271. Data 
for Compound 271: *H NMR (400 MHz, acetone-d6) 7.83 (app t, J = 1.3, 1 H), 7.68 (dd, 
7= 10.6,4.0, 1 H), 7.43 (d, 7=2.0, 1 H). 7.41 (dd, 7 = 2.2, 1.2 1H)7.35 (dd,7 = 8.3, 2.2, 1 
H), 6.59 (d, J = 8.4, 1 H), 5.35 (br s, 1 H), 5.39 (s, 1 H), 2.04 (s, 3 H), 1 .28 (s, 6 H). 



20 EXAMPLE 172 

6^3^anp^fluorophenvlV L2^ihv (Compound 272. 

structure 4 of Scheme EL where Rl=3^vano-4-fluorophcnvn 
This compound was prepared according to General Method 2 (EXAMPLE 9) from 
Compound 9 (53.8 mg, 0.17 mmoles) and 3-bromo~6-fluoro-benzonitrile (33.9 mg, 0.17 

25 mmol). The crude material was purified by HPLC (reverse phase ODS column, 85% 

methanol/water, 3.0 mLtoiin) to afford 3.3 mg (7%) of Compound 272. Data for Compound 
272: *H NMR (400 MHz, acetone-d6) 7.97 (dd, J m 6.1, 2.2, 1 H), 7.93 (m, 1 H), 7.39 (t, 
J = 17.9, 9.0, 1 H), 7.35 (d, J = 1J, 1 H), 7.27 (dd, J = 8.3, 1 .9, 1 H), 6.58 (d, J = 8.3, 1 H), 
5.38 (s, 1 H), 5.34 (s, 1 H), 2.08 (s, 3 H), 1.28 (s, 6 H). 
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EXAMPLE 173 

^f3^ano^flno n >p?irnYl)-1.2-dihvdn>-?.2.4- t rim e thv1 T ,i n 0 line rrnmp p,.^ vn 
structure 4 of Scheme II. where R 1 =3-cvan<vft-fluoroDhenvlt 
This compound was prepared according to General Method 2 (EXAMPLE 9) from 
5 Compound 9 (70.0 mg, 0.22 mmol) and 3-bromo-4-fluorobenzonitrile (44.1 mg, 0.22 
mmol). The crude material was purified by HPLC (reverse phase ODS column, 85% 
methanol/water, 3.0 mL/min) to afford 3.3 mg (5%) of Compound 273. Data for Compound 
273: lH NMR (400 MHz, acetone-de) 7.90 (dd. /= 7.5, 2.1, 1 H), 7.67 (m. 1 H). 7.36 
(dd, J = 10.9. 8.5, 1 H), 7.28 (s, 1 H), 7.21 (m, 1 H), 6.58 (d, J = 8.2, 1 H), 5.48 (s, 1 H), 
10 5.37 (s, 1 H). 2.04 (s» 3 H), 1.29 (s, 6 H). 

EXAMPLE 174 

6-r5-flHOr»v3-ftrif1iiorornrthvl>phenvll-l ?-dihvdrcw2 ? 4-r ri rnethvl fl ,,inolin e fComnmmrf 
274, structure 4 of Sgfegnfi n. where R 1 =5-fluor f >-^trifi„ o r o me thvi>niv.n y ^ 
This compound was prepared according to General Method 2 (EXAMPLE 9) from 
Compound 9 (42.8 mg, 0.13 mmol) and 3-bromo-S-fiuorobenzotrifluoride (32.7 mg, 0. 13 
mmol). The crude material was purified by HPLC (reverse phase ODS column, 90% 
methanol/water, 3.0 mL/min) to afford 3.1 mg (7%) of Compound 274. Data for Compound 
274: lH NMR (400 MHz, acetone^) 7.71 (s, 1 H). 7.63 (d, / = 10.5. 1 H), 7.40 (d, J = 
2.2. 1 H).7.34(dd, 7=8.1. 2.0. 1 H), 7.29 (d. J = 8.6. 1 H), 6.59 (d, J = 8.3, 1 H),5.50(s. 1 
H), 5.39 (s, 1 H). 2.05 (s. 3 H), 1.29 (s, 6 H). 



15 



20 



EXAMPLE 17S 

^f3^hlor^2-melhYlnhw t vlVl^-dihvdro-2.2.4-rrim^h Y i aM in f >li n p rr»mpoiir,d 275 

25 gqWWre 4 Of Scheme II. where Rl^hl»rr w2-inethvl p he 1 Y|) 

This compound was prepared according to General Method 2 (EXAMPLE 9) from 
Compound 9 (70.0 mg. 0.22 mmol) and 2-bromo-6^hlorotoluene (45.2 mg. 0.22 mmol). 
The crude material was purified by flash column chromatography (75 ml silica, hexane to 
5% ethyl acetate/hexane) to afford 63.1 mg (96%) of Compound 275. Data for Compound 

30 275: lH NMR (400 MHz. acetone-de) 7 30 (d. /= 8.3, 1 H). 7. 16 (m. 1 H), 6.95 (s. 1 H). 
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6.87 (d, J = 10.2, 1 H), 6.54 (d, J = 8.0. 1 H), 5.36 (s, 1 H), 5.25 (s, 1 H), 2.03 (s, 3 H), 1.28 
(s,6H). 

PXAMP^E 176 

5 1 ^Dihvdro>2-2.4-trimethvl-6-f 3-niiroDhenvnquinoline (Compound 276. structure 4 of 
Scheme IL where Rl=3-nitrophenvl) 

This compound was prepared according to General Method 2 (EXAMPLE 9) from 
Compound 9 (19.4 mg, 0.06 mmol) and 3-nitrobromobenzene (12.3 mg, 0.06 mmol). The 
crude material was purified by flash column chromatography (75 ml silica, hexane to 5% 
10 ethyl acetate/hexane) followed by reverse phase flash column chromatography (50 mL ODS, 
80% methanol/water) to afford 2.9 mg (16%) of Compound 276. Data for Compound 276: 
*H NMR (400 MHz. acetone^) 8 35 (app t, J m 4. 1 B 2.0, 1 H), 8.05 (d, J m 8.0, 1 H), 8.01 
(dd, J = 8.1, 6.5, 1 H), 7.64 (t, J = 15.9, 8.0, 1 H), 7.40 (d, 7=2.1, 1 H), 7.34 (dd, / = 8.4, 
2.3, 1 H), 6.61 (d. J m 8.4, 1 H), 5.40 (d, J = 1 .4, 1 H), 2.05 (s, 3 H), 1 .29 (s, 6 H). 

15 

example; 177 

^f3-Acety^p|t>einylVl^^ihy<jrp>2 i ?,4-hi rnethylqujnpline (Cornppund 277, gtraqfrire 4 of 
Scheme U t where Rl=3-^tylpfren,yll) 

This compound was prepared according to General Method 2 (EXAMPLE 9) from 
20 Compound 9 (66.2 mg, 0.21 mmol) and 3-bromoacetophenone (41.4 mg, 0.21 mmol). The 
crude material was purified by flash column chromatography (30 ml silica, hexane to 20% 
acetone/hexane) followed by reverse phase flash column chromatography (50 mL ODS, 
70% methanol/water) and a second normal phase flash column chromatography (30 mL 
silica, hexane to 20% acetone/hexane) to afford 5.0 mg (8%) of Compound 277. Data for 
25 Compound 277: *H NMR (400 MHz, acetone-d6) 8.13 (s, 1 H), 7.81 (m, 1 H), 7.50 (t, J = 
15.0, 7.8, 1 H), 7.33 (m, 2 H), 6.59 (d, 7=8.1, 1 H), 538 (s, 1 H), 5.32 (s, 1 H), 2.62 (s, 3 
H), 2.08 (s, 3 H), 1 .28 (s, 6 H). 

E^AMyLE178 

30 6-(3^vano-2-methvlpte (Compound 278. 

Structure 4 of Scheme n. where R 1 =3^ano-?-rnctf)ylphenYl) 



10 



15 



20 
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?-Brftn^2-pie^YH?gnSQnitrile . This compound was prepared in a manner similar to that 

described for 3-bromo-5-fluorobenzonitrile from commercially available 2,6- 

dibromotoluene (1.80 g, 7.20 mmol), DMF (11 mL), pyridine (1.1 mL), and copper (I) 

cyanide (032 g, 5.76 mmol). The crude product was purified by flash column 

chromatography (100 mL silica, hexane) to afford 50 mg (35 %) of 3-bromo-2- 

methylbenzonitiile. Data for 3-bromo-2-methyIbenzonitrile: J HNMR (400 MHz, 

acetone-de) 7.88 (d, 7 = 8.0, 1 H), 7.73 (d,/= 8.0. 1 H),732(t,y = 15.8,7.9, 1 H).2.58(s 
3H). 



^3^Mlv^2-memvlnhenv»V1.2^1ihvdm.? .2.4-trimethvlq U inolin ft rrnmpound 278 
Structure 4 of Scheme II, where R^S-cvz^-^Wj * ^ This compound was 
prepared according to General Method 2 (EXAMPLE 9) from Compound 9 (56.5 mg, 0. 1 8 
mmol) and 3-bronw2-memylbenzonitrile (34.8 mg, 0.18 mmol). The crude material was 
purified by flash column chromatography (50 ml silica, hexane to 20% acetone/hexane) 
followed by a second flash column chromatography (75 mL silica, hexane to 20% 
acetone/hexane) to afford 10.5 mg (20%) of Compound 278. Data for Compound 278: lH 
NMR (400 MHz, acetone-do) 7 .59 (dd, J = 7.7, 0.9, 1 H), 7.48 (dd, J = 7.8, 0.8. 1 H). 7.36 
(UJ= 153.7.7, 1 H).6.99(d.y= 1.8, 1 H).6.91 (dd, .7=8.1. 1.9. 1 H), 6.58 (d,/= 8.1. 1 
H), 5.37 (s. 1 H), 5.30 (s, 1 H), 2.48 (s. 3 H). 1.97 (s, 3 H), 1 30 (s, 6 H). 



25 



EXAMPTF17Q 

1.2-PihYdro-? ? 4-rrim rt hY]^-f3.m e thvlnhenvn a uinnlin ft r C tamnound m structure 4 of 
Scheme II. where Rlrf- methvlphenvn 

This compound was prepared according to General Method 2 (EXAMPLE 9) from 
Compound 9 (99.5 mg, 03 1 mmol) and 3-bromotoluene (53.5 mg, 0.3 lmmoles). The 
crude material was purified by HPLC (reverse phase. ODS column, 80% methanol/water, 
3.0 inL/min.) to afford 2.7 mg (3%) of Compound 279. Data for Compound 279: lH 
NMR (400 MHz, acetone-d 6 ) 737 (s, 1 H), 7.32 (d. J = 7.9. 1 H). 7.28 (d. J = 2.0, 1 H), 
7.21 (m, 2 H), 7.02 (d, / = 7.3, 1 H), 635 (d, J = 83, 1 H), 536 (s. 1 H). 5.22 (s. 1 H), 2.34 
30 (s. 3 H), 2.03 (s. 3 H). 1 .27 (s. 6 H). 
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EXAMPLE ISO 

6^5-Huoro-3^itrophenvlV1.2^ (Comp ound 280. structure 

4 of Scheme EL where R 1 =5-fluoro-3-nitrophenvn 

1 -Huoro-3-nitroiodobcnzene To a 25 mL round-bottom flask equivuipped with a magnetic 
5 stir bar 3-iodo-5-nitioaniline (5433 mg, 2.06 nunol) and methylene chloride (10 mL) were 
added under nitrogen. Nitrogen was bubbled through the colorless solution for 15 min. The 
solution was cooled to 0°C in an ice bath. At that point approximately 500 mg nitrosonium 
tetrafluoroborate was added in one portion making a cloudy precipitate. The reaction was 
allowed to continue stirring for 2 hours. The mixture was kept under nitrogen as 10 mL dry, 

10 deoxygenated ortho-dichlorobenzene was added. A distillation apparatus was fitted to the 
reaction flask. The flask was placed in an oil bath and was heated until the material had 
completely distilled over. The crude product was isolated by washing the residue through a 
short column (74 mL silica, hexane). Purification by silica gel chromatography (74 mL 
silica, hexane) afforded 279.4 mg (50 %) of 5-fluoro-3*nitroiodobenzene. Data for 5-fluoro- 

1 5 3-nitroiodobenzene: *H NMR (400 MHz, acetone-d6) 8.36 (s, 1 H), 8.00 (m, 2 H). 

<H^fll)prp-3-nitTOPte^^ (Compound 280. structure 

4 of Scheme EL where Rl=5-fluoTo-3-nitrophenvn This compound was prepared according 
to General Method 2 (EXAMPLE 9) from Compound 9 (140.2 mg, 0.44 mrnol) and 5- 

20 fluoro 3-nitroiodobenzene (1 17.6 mg, 0.44 mmol). The crude materia] was purified by flash 
column chromatography (150 ml silica, hexane to 20% acetone/hexane) followed by a 
second flash column chromatography (100 mL silica, hexane to 20% acetone/hexane) to 
afford 95 mg (69%) of Compound 280. Data for Compound 280: *H NMR (400 MHz, 
acetone-d6) 8*22 (app t, 3.0, 1.5, 1 H), 7.78 (m, 1 H), 7.43 (d, J = 2.2, 1 H), 7.38 (dd, J 

25 = 8.4, 23. 1 H), 6.61 (d, / = 8.3. 1 H), 5.58 (s, 1 H), 5.40 (s, 1 H), 2.05 (s, 3 H), 1.29 (s, 6 
H). 



30 



EXAMPLE m 

U-Khvdro^(3>methoxvphenvlV2^.4>trimethvlQuinoline (Compound 281. st ructure 4 of 
Scheme II, wfrere Rl=3 rne^OTyrtiep Y l|) 
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This compound was prepared according to General Method 2 (EXAMPLE 9) from 
Compound 9 (79.1 rag, 0.25 mmol) and 3-bromoanisole (46-5 mg, 0.25 mmol). The crude 
material was purified by flash column chromatography (75 mL silica, hexane to 10 %ethyl 
acetate/hexane) to afford 2. 1 mg (3 %) of Compound 281. Data for Compound 281: *H 
5 NMR(400MHz,acetone-d6) 7.25 (m, 2 H), 7.11 (d, 7=6.9, 1 H). 7.07 (appt, 7 = 4.1. 
2.2. 1 H). 6.78 (dd. 7 = 8.6. 2.2. 1 H). 6.55 (d, 7= 8.3. 1 H). 5.36 (s. 1 H). 5.26 (s. 1 H), 3.82 
(s, 3 H), 2.03 (s. 3 H). 1.27 (s. 6 H). 



EXAMPLE 182 

10 H5-Cvano-3-pYridvl)-l .2-dihvdro-2.2.4-trimethvlQuino1in e f ComnnnnH JX>. stnicmm 4 »f 
Scheme II. where R»=S-cvano-^.nvriHvn 

This compound was prepared according to General Method 2 (EXAMPLE 9) from 
Compound 9 (45.6 mg, 0.14 mmol) and 3-cyano-5-bromopyridine (26.2 mg, 0.14 mmol). 
The crude material was purified by flash column chromatography (100 mL silica, hexane) to 
15 afford 10.4 mg (26%) of Compound 282. Data for Compound 282: *H NMR (400 MHz. 
acetone-de) 8.21 (d.7 = 1.7. 1 H), 7.79 (m. 2 H). 7.44 (d, 7 =2.1. 1 H). 7.39 (dd. 7=8.4. 
23. 1 H). 6.61 (d. 7 = 8.2, 1 H). 5.59 (s. 1 H). 5.40 (s, 1 H), 2.05 (s, 3 H), 1.29 (s. 6 H). 

EXAMPLE 1M 

20 U-PihYdiQ-2,? 1 4-triTOth Y l^(2-nTeravl-3-nitro D henvl^.iinf>li n e fComnonnH »3 
structure 4 Of Scheme n. where R 1 ^.methvl-^-nitmph^Yn 
This compound was prepared according to General Method 2 (EXAMPLE 9) from 
Compound 9 (170.6 mg. 0.54 mmol) and 2-bromo-6-nitrotoluene (1 15.8 mg. 0.54 mmol). 
The crude material was purified by flash column chromatography (80 ml silica, hexane to 

25 20% acetone/hexane) followed by a second flash column chromatography (75 mL silica, 
hexane to 20% acetone/hexane) to afford 68 mg (41%) of Compound 283. Data for 
Compound 283: *H NMR (400 MHz, acetone-d6) 7.71 (d. J = 7.9. 1 H). 7.49 (dd, J = 7.4. 
0.9, 1 H).7.41 (t, 7= 15.6,7.9, 1 H),6.99(d,7= 1.8. 1 H).6.91 (dd.7 = 8.1. 1.9. 1 H). 6.57 
(d, 7 = 8.2. 1 H). 5.37 (s. 1 H). 5.32 (s. 1 H). 235 (s. 3 H). 1.97 (s. 3 H). 1.29 (s. 6 H). 
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EXAMPLE J84 

6-(2-Amino-3.5^ifluoroDhenvlVl .2-dihvdfO-2.2.4-trimethvlquinoline (Compound 284. 
stnicture 4 of Scheme II. where R^=2-amino-3.5-difluorophenvn 
This compound was prepared according to General Method 2 (EXAMPLE 9) from 
5 Compound 9 (48.8 mg, 0. 1 5 mmo!) and 2-bromoM*,6-dif]uoroaniline (3 1 .9 mg, 0. 1 5 mmol). 
The crude material was purified by flash column chromatography (ODS reverse phase, 80% 
methanol/water) to afford 1 5 mg (33%) of Compound 284. Data for Compound 284: *H 
NMR (400MHz, acetone-d6) 7.10 (d,7 « 2.0. 1 H), 7.02 (dd, J = 8.1, 2.0, 1 H), 6.80 (m, 1 
H), 6.69 (m, 1 H) 6.56 (d, J = 8. 1 . 1 H), 5.36 (s, 1 H), 5.34 (s, 1 H), 4.22 (br s, 2 H), 1 .97 (s, 
10 3H), 1.28(s,6H). 

EXAMPLE 185 

6-(3-Bromo-2K:hlorcH5-fluorophenvO-1.2^ihvdr^^ (Compound 
285. structure 4 of Scheme II, where R 1 =3-bromo-2-chloro-5-fluorophenvn 

15 This compound was prepared according to General Method 2 (EXAMPLE 9) from 

Compound 9 (143.3 mg, 0.45 mmol) and 1 -ch!oro-2,6-dibromo-4-fluorobenzene (129.9 
mg, 0.45 mmol). The crude material was purified by flash column chromatography (50 mL 
silica, hexane) followed by reverse phase preparatory TLC (1000 mL ODS, 80% 
methanol/water) to afford 4.3 mg (3%) of Compound 285. Data for Compound 285: *H 

20 NMR (400 MHz, acetone-d6) 7.50 (dd, J = 7.8, 3.0, 1 H), 7. 1 9 (dd, J = 9.2, 3.0, 1 H), 7. 1 0 
(d, J = 2.0, 1 H), 7.03 (dd, J = 8. 1 , 2.0, 1 H), 6.55 (d, J = 8.3, 1 H), 5.61 (s, 1 H), 5.37 (s, I 
H), 1.97 (s, 3 H), 1.29 (s, 6 H). 

EXAMPLE 186 

25 6^3-Cyano-5'fluorophenvlVl^^ihydit>-2.2.4>mmethvl-3-quinolone (Compound 286. 
structure 79 of Scheme XX, where r1=r3=r5 = h. R^cyang, R 4 =fluoro. P=/- 
tattOTYCartonyl) 

In a 100 mL r.b. flask, a solution of l^-dihydn>6-(3-cyano-5-fluorophenyl)-2^,4-trimethyl- 
l-f-butoxycarbonylquinoline (stnicture 77 of Scheme XX, where R 1 =R^=R 5 =H, R 2 =cyano, 
30 R 4 =fluoro, Pi=r-butoxycarbonyl, an intermediate from EXAMPLE 1 7 1 ) ( 1 34.8 mg, 0.34 

mmol) in THF ( 1 7.2 mL) was treated with a 1 .0 M THF solution of BH3-THF ( 1 .29 mL, 1 .3 
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mmol, 3.9 equivuiv). The reaction mixture was stirred for 20 min, then poured into a cold 
(0°C) 10 M solution of NaOH (50 mL). ether (50 mL), and 30% hydrogen peroxide (10 
mL). The reaction mixture was stirred overnight (16 h). The reaction mixture was extracted 
with ether (3 x 20 mL). The extracts were combined, dried (Na2S04), and concentrated. 
The crude material was dissolved in CH2CI2 (2 mL) and treated with PCC (50 nig). The 
reaction mixture was stirred for 1 h. filtered through a pad of Celite, and concentrated. 
Purification by flash column chromatography ( 175 mL silica, hexane) afforded 1 .3 mg (1 %) 
of Compound 286 as a white solid. Data for Compound 286: *H NMR (400 MHz, 
acetone-d 6 ) 7.90 (s, 1 H), 7.75 (d, J = 10.6, 1 H). 7.54 (m. 2 H), 7.48 (d. J = 8.3, 1 H), 6.95 
(d. J = 8.2. 1 H), 5.52 (s, 1 H), 3.6 1 (m, I H), 1 .49 (d, J = 7.05, 3 H), 1 .33 (s, 3 H), 1 .23 (s. 3 
H). 

EXAMPLE 187 

6-(3-F|uoro-2-methvlnhenvl V 1 .2-dihvri TO -2.2.4-trimethvlouinoline rCompound 287, 
structure 4 of Scheme II. where R>=3.n..n ro-2-methvlnh<.nvI ^ 

This compound was prepared by General Method 2 (EXAMPLE 9) from Compound 9 (50 
mg, 0.158 mmol) and 2-bromo-6-fluorotoluene (60 mg, 0.315 mmol). Purification by flash 
chromatography on silica gel (20g) using 5% EtOAc:hexanes afforded 6 mg (14%) of 
Compound 287 as a yellow oil. Data for Compound 287: J H NMR (400 MHz. acetone-d6) 
7.20 (m, 1H), 7.02 (m, 1H), 6.98 (m, 2H). 6.91 (m. IH). 6.56 (d, 7=8.0, 1H). 5.37 (s, 1 H), 
5.29 (brs, 1H), 2.19(s, 3H), 1.98 (s.3H), 1.28(s,6H). 

EXAMPLE 188 

l,2-PihYdro-2,2,4-tpiTOmvl-M3-methvlthionhenvn Q uinolin e fComnounri 288. structure 4 
of Scheme II. where Rl=3-methvlthiophenvl 1 

This compound was prepared by General Method 2 (EXAMPLE 9) from Compound 9 (50 
mg, 0.158 mmol) and 3-bromothioanisole (64 mg, 0.315 mmol). Purification by flash 
chromatography on silica gel (20 g) using 5% EtOAcrhexanes afforded 7 mg (15%) of 
Compound 288 as a yellow oil. Data for Compound 288: *H NMR (400 MHz, acetone-dg) 
7.43 (s. lH),7.32(m,3H),7.24(m.2H),7.14(m, 1H).6.57 (d,/=8.1, lH).5.37(s. 1H), 
5.31 (brs, 1H), 2.53 (s. 3H). 1.28 (s. 6H). 
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6^5-ailoro-2-thienv iy 1.2^ (Compound 289. structure 4 of 

Scheme IL where Rl=5^hloro-2-thienvl ) 
5 This compound was prepared by General Method 2 (EXAMPLE 9) from Compound 9 (50 
mg, 0.158 mmol) and 2-bromo-5-ch!orothiophene (63 mg, 0.315 mmol). Purification by 
flash chromatography on silica gel (20 g) using 5% EtOActhexanes afforded 10 mg (22%) 
of Compound 289 as a yellow oil. Data for Compound 289: *H NMR (400 MHz, acetone- 
d6) 7.21 (d, 7=2.1, 1H).7J (dd,y = 8.1, 2.0, 1H),7.02 (d, 7=3.7, 1H), 6.93 (d,7=3.7, 
10 1H), 6.51 (d, 8.3, 1H), 5.42 (br s, 1H), 5.40 (s, 1H), 2.01 (s, 3H), 1.27 (s, 6H). 

EXAMPLE 190 

l^-Dihvdro-2>2.4-trimethvU6>(3>methvN2-thienvl>qu inoline (Compound 290. structure 4 of 
Scheme II, where H 1 =3-TnethYl-2-^ienYl) 

1 5 This compound was prepared by General Method 2 (EXAMPLE 9) from Compound 9 (50 
mg, 0.158 mmol) and 2-bromo-3-methylthiophene (57 mg, 0.315 mmol). Purification by 
flash chromatography on silica gel (20 g) using 5% EtOAcrhexanes afforded 5 mg (12%) of 
Compound 290 as a yellow oil. Data for Compound 290: *H NMR (400 MHz, acetone-d6) 
7. 1 8 (d, J = 5.2, 1 H), 7.09 (d,/ = 1 .9, 1H), 7.03 (dd, J = 8. 1 , 2.0, 1H), 6.88 (d. 5. 1 , 1H), 6.54 

20 (d, J = 8.1, 1H), 538 (s, 1H), 5.32 (br s, 1H), 2.26 (s, 3H), 1.99 (s, 3H), 1.29 (s, 6H). 

EXAMPLE 191 

8-FluonMJ2^ihvdro-2.2.4-trim (Compound 291. structure 

83 of Scheme XXI. wher e r1=r3-7 =R 9 =H . R*=F) 
25 4-Amino-3-fl uoro-3^nitrobiphenv^ (structure 82 of Scheme XXI. where r!=r3-7 =H . 

rS=fi 

General Method 14: Suzuk i Coupling of a 4-Bromoaniline with an Arvlboronic Acid. A 
mixture of 3-nitrobenzcneboronic acid (0.70 g, 4.2 mmol), 4-bromo-2-fluoroaniline (730 
mg, 4.0 mmol), (PPh3)4Pd (93 mg, 0.08 mmol), and K2CO3 (0.69 g, 5.0 mmol) in toluene 
30 (20 mL) and water (2 mL) was heated at 95 °C for 1 6 h and the mixture was diluted with 
EtOAc (20 mL). The mixture was washed with water (10 mL) and brine (10 mL), 
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concentrated and purified by silica gel chromatography to afford the ^amino-S-nuoro-S'- 
nitrobiphenyl (structure 82 of Scheme XXI, where R'=R3-7=H, r8=F) (0.4 g, 41%) as a 
yellow solid. 

5 8-Fluoro-l 1 2-dihvdro-2.2.4-trimethvl-6-f3-nitrophenvnquin oline (Cnmnn„nd 291 stmrty ^ 
8? of Scheme XXI. where R'=r3-7 =R 9 =H r8=fv This compound was prepared by 
General Method 8 (EXAMPLE 138) from4-amino-3-fluoro-3 , -nitrobiphenyl (0.4 g, 1.7 
mmol) to afford 101 mg (19%) of Compound 291 as a red solid, in addition to 0.8 g of the 
starting aminobiphenyl. Data for Compound 291: IR (neat) 3400, 2968, 1531, 1506, 1346; 
10 lH NMR (400 MHz. CDC1 3 ) 8.35 (t, J = 2.0. 1 H). 8. 10 (dd, J = 7.8. 2.0, 1 H). 7.80 (d. J = 
7.8, 1 H), 7.54 (t.7 = 7.8. 1 H), 7.14 (d. J = 1 1.7. 1 H), 7.1 1 (d, /= 1.8, 1 H), 5.43 (s, I H), 
4.07 (bs, 1 H), 2.07 (s. 3 H), 1 .35 (s, 6 H); 13 C NMR (100 MHz, CDCI3) 150.4 (d, J = 
237), 149.0, 142.6. 132.2, 132.1, 130.0. 129.8. 128.0. 1 26.2 (d, J = 7.0), 124.0, 121.2, 121.1, 
117.8, 113.0 (d. 7=20). 52.1.31.7. 19.1. 

15 

EXAMPLE 192 

l^-PihYdro-o-f^-nitrophenvD^^^.S-tetramethvlmii n oliiie rComp n„ n d 292. stmcti. p, *f. n f 
Scheme XXII u,^ F;1=r3-5 = h R^j^ 

4-Bromo-2-mcthylaniline (5.58 g, 30 mmol) was treated with iodine (0.2 g, 0.9 mmol) and 
20 acetone (150 mL) in a sealed tube at 80 °C for 24 h to provide 6-bromo-l,2-dihydro-8- 
methylquinoline (Compound 85 of Scheme XXD) in 9 % yield as a yellow oil (0.70g). 
Most of the aniline (>80%) was recovered. A mixture of the 6-bromo- 1 ,2-dihydrc-8- 
methylquinoline (90 mg, 0.33 mmol). 3-nitrobenzeneboronic acid (167 mg. 1.0 mmol), 
Pd(PPh3)4 (24 mg, 0.02 mmol), K2CO3 (190 mg, 1.38 mmol) in toluene (7 mL) and water 
25 ( 1 .5 mL) was heated at 70 °C for 16 h. Standard work-up followed by chromatography 
afforded 23 mg (23%) of Compound 292 as a yellow oil. Data for Compound 292: IR 
(neat) 3412. 2966. 1602. 1530. 1348; »H NMR (400 MHz. CDCI3) 8.38 (t. /= 2.0, 1 H), 
8.08 (dd. J = 7.8 and 2.0. 1 H), 7.85 (d. J = 7.8, 1 H), 7.52 (t, J = 7.8, 1 H), 7.24 (d, J = 1 1 .7. 
1 H), 7.21 (d, J = 1 .9, 1 H), 5.39 (s. 1 H). 3.72 (bs. 1 H), 2. 1 8 (s, 3 H). 2.07 (s. 3 H). 1 .34 (s. 
30 6 H); 13C NMR (100 MHz. CDCI3) 148.9. 143.7. 142.0, 132.2, 129.6, 128.8, 128.7, 128.6. 
126.5, 121.3, 121.0, 120.7. 120.6. 120.3. 52.3. 31.9. 19.2, 17.3. 
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EXAMPLE j93 

6-(5-Bromo-3^pvridvlVK2^ihvdix>>2.2.4-trimethvlQuinoline (Compound 293. structure 4 of 
Scheme 1L where R 1 =5-bromo-3-pvridvl) 
5 This compound was prepared by General Method 2 (EXAMPLE 9) from 3,5- 

dibromopyridine (119 mg, 0.5 mmol) and Compound 9 (50 mg, 0.16 mmol) to afford 18 mg 
(35%) of Compound 290 as a yellow oil. Data for Compound 290: *H NMR (400 MHz, 
CDCI3) 8.69 (s, 1 H), 8.52 (s, I H). 7.93 (t, J = 2.0, 1 H), 7.21 (d, J = 2. 1 , 1 H), 7.20 (dd, J 
= 8.1,2.1, 1 H), 6.50(47= 8.1 . 1 H), 5.37 (s, 1 H), 3.88 (bs, 1 H), 2.05 (s. 3 H), 1 .3 1 (s, 6 
10 H). 

EXAMPLE 194 

6>(3-BronK^2-pvridv1VK2Hiihvdm-2.2.4-trirnethvlouinoline (Compound 294. structure 4 of 
Scheme II, wfrere R^-brom^-pYridyl) 

15 This compound was prepared by General Method 2 (EXAMPLE 9) from 2,6- 

dibromopyridine (237 mg, 1 .0 mmol) and Compound 9 (100 mg, 0.32 mmol) to afford 42 
mg (40%) of Compound 294 as a yellow oil. Data for Compound 294: IR (neat) 3379, 
2966, 1604, 1575, 1433, 1 124; *H NMR (400 MHz, CDCI3) 7.68 (d, J - 1.9, 1 H), 7.66 
(dd, J = 8. 1 , 1 .9, 1 H), 7.54 (d, J = 7.8, 1 H), 7.49 (t, J = 7.8, 1 H), 7.23 (d, J = 7.8, 1 H), 

20 6.49 (d, J = 8. 1 , 1 H), 5.35 (s, 1 H). 3.93 (bs, 1 H), 2.08 (s, 3 H), 1 .30 (s, 6 H); 13 C NMR 
(100MHz,CDCi3) 159.3, 145.1, 142.1, 138.8, 128.7, 128.6, 127.7, 126.6, 124.6, 122.6, 
1 21 .5, 11 7.6, 1 1 3. 1 , 52.4, 3 1 .6, 1 8.9. 

ESAMELEJ25 

25 6^(3-Bromo-2-thienvlV1.2-dihvdro-2,2.4-trimethvlQUinoline (Compound 295, structure 4 of 
Scheme II. where R 1 =3-bromc>-2-thienv]) 

This compound was prepared by General Method 2 from 2^-dibromothiophene (242 mg, 
1 .0 mmol) and Compound 9 (50 mg, 0. 1 6 mmol) to afford 24 mg (45%) of Compound 295 
as a yellow oil. Data for Compound 295: l H NMR (400 MHz, CDCI3) 7.17 (bs, 1 H), 
30 7.15(dd,/=8.1, 1.9, 1 H), 6.95 (d, 7 = 3.7, 1 H),6.86(bs, 1 H), 6.42 (bs, 1 H),5.36(s. 1 
H), 3.80 (bs, 1 H), 2.01 (s, 3 H), \29 (s, 6 H). 
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EXAMPLE 196 

1 ,2-Pihvdro-6-( 2.3^.6-terranuoro-4-DvridvlV2.2.4-trim e thvl 0 uin t >lin^ fComnrmnH 
Structure 4 of Scheme IT where R>=2.3- 5.6-tetfafluom-4. P vridvh 
This compound was prepared by General Method 2 from 4-bromo-2,3,5,6- 
tetranuoropyridine (150 mg, 0.63 mmol) and Compound 9 (50 mg. 0.16 mmol) to afford 
13.4 mg (26%) of Compound 296 as a white solid. Data for Compound 296: lH NMR 
(400 MHz, CDC1 3 ) 7.23 (s, I H). 7.20 (d, J = 7.9, 1 H). 6.5 1 (d, J = 7.9. i H). 5.38 (s, 1 H), 
4.08 (bs, 1 H), 2.00 (s, 3 H), 1.33 (s, 6 H); ^C NMR (100 MHz, CDCI3) 145.4. 144.5 (dd, 
7 = 230, 16), 139.3 (dd. 7 = 256,33). 130.7 (d,7 = 17.2). 129.0. 128.6. 125.7. 123.8. 121.1, 
1 13.8. 1 13.1. 1 12.6. 52.7. 32.1. 18.7. 



15 



20 



EXAMPLE 197 
5,8-Difluorp-t.2^»hvrtm-6-(3-mtmnh^ 

structure 83 of Scheme XXI. where Rl=R3-5 =B 7 = R y gH R^n,^ R^y,,^ ^ 
compound was prepared by the same procedure as described in the synthesis of Compound 
291 (EXAMPLE 191) from 4-bromo-2,5-difluoroaniline (32 mg. 0.13 mmol) and 3- 
nitrobenzeneboronic acid (167 mg. 1.0 mmol) to afford 3 mg (10%) of Compound 297 as a 
colorless oil. Data for Compound 297: lH NMR (400 MHz, CDCI3) 8.33 (t. 7 = 1 .6, 1 H). 
8. 14 (dd. 7 = 8.0, 1 .6, 1 H), 7.78 (d. 7 = 8.0, I H). 7.57 (t, 7 = 8.0. 1 H). 6.94 (dd, 7 = 1 0.8. 
6.3, 1 H), 5.37 (s, 1 H). 4. 16 (bs. 1 H), 2.17 (dd,7 = 7.0. 1 3. 3 H). 1 .34 (s. 6 H). 



EXAMPLE 1M 

2,4-DjethYl-8-fluoro-l 2-dihvdro-2-methvl-6-f3-nitm p nenvlVino»j n e fComnn.mH IQft 
25 structure 83 of Scheme XXI. where R'=R3-7 =H . R^nitm RMluoro. Rg^.hyi) A 
mixture of 2-fluoro-4-(3-nitrophenyl)aniUne (100 mg. 0.43 mmol). iodine (10 mg. 0.039 
mmol) and 2-butanone (5 mL) was heated at 100 °C in a sealed tube for 16 h. Removal of 
solvent and chromatography of the crude mixture on a silica gel column afforded 4 mg (3%) 
of Compound 298 as a yellow oil. Data for Compound 298: J H NMR (400 MHz. CDCI3) 
30 8.33 (t, 7 = 2.0. 1 H), 8.10 (dd. 7= 7.8, 2.0. 1 H). 7.81 (d. 7 = 7.8. 1 H). 7.54 (t, 7 = 7.8, 1 
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H),7.14(s, 1 H), 7.12(d,/ = 11.0, 1 H), 5.30(s, 1 H), 3.96 (bs, 1 H), 2.47 (q, J = 7.5, 2 H), 
1 .57 (q, J m 7.5, 2 H), 1 .3 1 (s, 3 H), 1.21 (UJ= 7.5, 3 H), 0.95 (t, J = 7.5, 3 H). 

EXAMPLE 199 

5 6^3>Bromoph&nvlV1.2-di hvdro-2.2.4-trimethvlQuinolinc (Compound 299. structure 4 of 
Sctemg |I, wh$re 3-bromophen Y l) 

This compound was prepared by General Method 2 (EXAMPLE 9) from Compound 9 (100 
mg, 0.32 mmol) and 1 ,3-dibromobenzene (0.20 mL, 1 .60 mmol). The crude product was 
purified by prep TLC (5 x 20 cm, 250mm, 25% EtOAc:hexahe) to afford 2.3 mg (2%) of 
10 Compound 299 as a white solid. Data for compound 299: Rf=0.43 (silica gel, 25% 
EtOAcrhexane); *H NMR (400 MHz, acetone-d6) 7.72(s, 1 H), 7.56 (d, J = 8.5, 1 H), 
7.38(d, J = 8.5, 1 H), 7.37 (m, 2 H), 7.24 (d, J = 8.5, 1 H), 6.58 (d, J = 8,5, 1 H), 5.39 (br m, 
2 H), 2.04 (s, 3 H), 1 .29 (s, 6 H). 

15 EXAMW^?00 

l^Dihvdro>2.2.4>trimemvl>6^5>nitrc>-2-thienvl)auinoline (Compound 300. structure 4 of 
Scheme II. where R*= 5>nitro-2>thienvn 

This compound was prepared by General Method 2 (EXAMPLE 9) from Compound 9 (50 
mg, 0.16 mmol) and 2-bromo-5-nitrothiophene (0.16 g, 0.79 mmol). The crude product was 
20 purified by prep TLC (20 x 20cm, 1000mm, 25% EtOAc:hexane) to afford 50 mg (81 %) of 
Compound 300 as a purple solid. Data for compound 300: Rf=0.40 (silica gel, 25% 
EtOAc:hex); *H NMR (400 MHz, CDCI3) 7.85 (d, J = 4.3, 1 H), 7.27 (m, 2 H), 7.04 (d, / 
= 4.3, 1 H), 6.43 (d, J = 8.5, 1 H), 5.38 (brs. 1 H), 4. 1 3 (brs, 1 H), 2.03 (s, 3 H), 1 .32 (s, 6 
H). 

25 

EXAMPLE 201 

l^>Dihvdit>-6>(2.4.5-trifluorophenvlV2.2.4-trimethvlouinoline (Compound 301. structure 4 
of Scheme II. where R* = 2.4 .5-trifluorophenvn 

This compound was prepared by General Method 2 (EXAMPLE 9) from compound 9 (50 
30 mg, 0. 1 6 mmol) and 2,4,5-trifluoiobromobenzene (0. 1 0 mL, 0.79 mmol). The crude 

product was purified by prep TLC (5 x 20cm, 250mm, 25% EtOAc:hexane) to afford 15 mg 
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(31 %) of Compound 301 as a yellow oil. Data for compound 301: Rf=0.40 (silica gel, 25% 
EtOAc:hex); *H NMR (400 MHz, CDCI3) 7.21 (m. 1 H), 7.18(s, 1 H), 7.13 (d. 7 = 8.5, 1 
H), 6.96 (m, 1 H), 6.47 (d, J = 8.5. 1 H), 5.34 (s, 1 H), 3.83 (brs, 1 H), 2.01 (s, 3 H). 1 .31 (s, 
6H). 

EXAMPLE 202 

6-(3-Pronio-5-fluoroDhenvl>-l .2-dihvdro-2.2.4-trim e thvlqutnn1inp (CnmprmpH 
structure 4 of Schema n. where R» = 3-bromo-5-fluoroDhenvn 

This compound was prepared by General Method 2 (EXAMPLE 9) from compound 9 (50 
mg, 0.16 mmol) and 1.3-dibromo-5-fluorobenzene (0.20 mL, 1.60 mmol). The crude 
product was purified by prep TLC (20 x 20cm, 500mm, 25% EtOAc:hexane) to afford 20 
mg (36%) of Compound 302 as a colorless oil. Data for compound 302: Rf=0.40 (silica 
gel, 25% EtOAc:hex); lH NMR(400 MHz, CDCI3) 744 (s, 1 H). 7.2 1 to 7.09 (m, 4 H). 
6.46 (d. J = 8.5. 1 H), 5.35 (s, 1 H). 3.80 (ore, 1 H). 2.04 (s, 3 H), 1 .30 (s. 6 H). 



EXAMPLE 203 

6-(5-Carbox a ldehYd*»-3.thienvl). 1 .2Ktihvdro.2.2.4.trimPi h vlouinnlin ft rromnound 303 
Structure 4 of Scheme II. where R 1= 3-thienvl-S-rarboxalriehvH*) 
This compound was prepared by General Method 2 (EXAMPLE 9) from compound 9 (50 
mg, 0. 16 mmol) and 4-bromo-2-thiophenecarboxaldehyde (0.15 g, 0.79 mmol). The crude 
product was purified by prep TLC (20 x 20cm. 1000mm, 25% EtOAc:hexane) to afford 31 
mg (70%) of Compound 303 as a yellow oil. Data for compound 303: Rf=0.44 (silica gel, 
25% EtOAc:hex); *H NMR(400MHz, CDCI3) 9.95 (s, 1 H), 7.96 (s. 1 H). 7.66 (s. 1 H), 
7.25 (s, 1 H), 7.22 (d, J= 3.8, 1 H), 6.47 (d. / = 8.5, 1 H), 5.37 (s, 1 H). 3.84 (brs. 1 H), 2.04 
25 (s.3H),131 (s.6H). 

EXAMPLE 204 

l ,2-PihYdro-2,2.4.7-tetramemvl-6-f3-nitroDhenvl^,,moli ne rCntnnnnnH 304. stmetmy . K?»f 
Sch*m* XXI, where R >=r3-5 = r6 =R 8-9 =H . R^j^ R7 =rn „ hy , } 

30 4-Amino-2-methvl-3'-nitrohinhenvl f structure K>. of Scheme XXT. where RI=r3- 
S=r6=r8 =H R2^j Tm| ^7-^^ 

This compound was made according to the General 
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Method 14 (EXAMPLE 191) from 3-nitrobenzene boronic acid (673.2 mg, 3.82 mmol) and 
4-bromo-3-methylaniline (710.2 mg, 3.82 mmol) to afford 540 mg (62%) of 4-amino-2- 
methyl-3*-nitrobiphenyl (structure 82 of Scheme XXI, where R 1 =R 3 " 5 =R 6 =R 8 =H, 
R^nitro, R 7 =methyl). Data for 4-amino-2-methyl-3 -nitrobiphenyl: NMR (400 MHz, 
5 acetone-d6) 8.13 (dd, 7 = 7.5. 1.1, 1H), 8.09 (dd, 7=3.9, 1.8. 1H), 7.73 (ddd, 7 = 7.7, 1.6, 
1.4, 1H), 7.66 (dd, 7 = 8.0, 7.8, !H). 6.99 (d, 7 = 8.0, 1H), 6.60 (m. 1H). 4.73 (br s, 1H), 
2.18 (s, 3H). 

l>2-Dihvdro-2.2.4.7-tetrarnethv)«6^3'nitrophenvnquino1iiie (Compound 304. structure 83 of 
10 Scheme XXI. where R } =R 3 ^ 5 =R 6 =R 8 ' 9 =H. R^nitro. R 7 =methvn . This compound was 
prepared according to General Method 8 (EXAMPLE 138) from 540 mg of 4-amino-2- 
methyi-3'-nitrobiphenyl. Approximately 10% of the reaction mixture was worked up and 
purified to afford 1 .5 mg of Compound 304. Data for Compound 304: *H NMR (400 
MHz, acetone-d6) 8. 13 (m, 2 H), 7.76 (dd, 7 = 8.9, 1.2, 1 H), 7.69(1,7= 15.9,8.0, 1 H), 
15 6.93 (s, 1 H), 6.43 (s, 1 H), 5.32 (s, 1 H), 2.14 (s, 3 H), 1.95 (s, 3 H), 1.27 (s, 6 H). 



6-(5-Fluoro-2-methoxv>3>nitroDhenvlVl .2^ihvdro-2.2.4-trimethvlouinoline fCompound 
305. structure 4 of Scheme II . where R ] = 5-fluoro-2-methoxv-3-nitroDhenvn 

20 This compound was prepared by General Method 2 (EXAMPLE 9) from compound 9 (60 
mg, 0.19 mmol) and 2-bromo-4-fluoro-6-nitroaniso]e (37 mg, 0.15 mmol). The crude 
product was purified by silica gel chromatography (EtOAc/hexane, 10:1) to afford 5 mg 
(8%) of Compound 305 as a yellow oil. Data for compound 305: 1 H NMR (400 MHz, 
CDCI3) 7.34 (dd, 7= 7.3, 3.3, 1H), 7.25 (m, 3H), 7.21 (dd, 7 = 8. 1 , 2.0, 1H), 6.50 (d, 7 = 

25 8.3, 1H), 5.37 (s, 1H), 3.89 (s, 1H), 3.55 (s, 3H), 2.01 (d, 7 = 1 .4, 1 H). 1 .33 (s, 6H). 



6^3^hloro-2>methoxvphenvlVl^ihvdro-2.2.4-trimethvlquinoline (Compound 306. 
structure 4 of Scheme II. where R ! = 3-chloro-2-methoxvphenvn 
30 This compound was prepared by General Method 2 (EXAMPLE 9) from compound 9 (60 
mg, 0.19 mmol) and 2-bromo-6-chloroanisoIe (33 mg, 0.15 mmol). The crude product was 



EXAMPLE 1E& 



EXAMPLE 206 
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purified by silica gel chromatography (EtOAc/hexane, 10:1) to afford 6 mg (8%) of . 
Compound 306 as a yellow oil. Data for compound 306: *H NMR (400 MHz, CDC13) 
7.30 (m, 2H), 7.20 (m. 2H). 7.05 (t, / = 8.0, 1H), 6.51 (d, J = 8.3, 1H), 5.34 (s, 1H), 3.75 (s, 
1H). 3.52 (s, 3H), 2.01 (s, 3H), 1.34 (s, 6H). 

5 

EXAMPLE 207 

l^-Dihvdro-2^.4-triniethvl- 6^23.4>trifluoroDhenvl>quinoline (Compound 307, structure 4 
of Scheme II. where R*= 2.3.4-trifluorophenvn 

This compound was prepared by General Method 2 (EXAMPLE 9) from compound 9 (60 
10 mg, 0. 1 9 mmol) and 1 -bromo-2,3,4-trifluorobenzene (0. 1 1 mL, 0.93 mmol). The crude 
product was purified by silica gel chromatography (EtOAc/hexane, 10:1) to afford 30 mg 
(53%) of Compound 307 as white crystals. Data for compound 307: *H NMR (400 MHz, 
acetone-d 6 ) 7.28 (m, 1 H), 7.20 (m, 2H), 7. 1 3 (dt, J = 8.2, 1 .9, 1 H), 6.58 (d, J = 8.3, 1H), 
5.43 (br s, 1H), 5.39 (s, 1H), 2.00 (d, J = 1.3, 3H), 1.30 (s, 6H). 

15 

EXAMPLE 208 

M3-Bromo-2-methYlphenvlV 1 .2-dihvdro-2.2. 4-trimethvlquinoline (Compound 308. 
Structure 4 of Scheme II. wher e R ] = 3-bromo-2-methvlphep Y l) 

This compound was prepared by General Method 2 (EXAMPLE 9) from compound 9 (50 
20 mg, 0. 1 6 mmol) and 2,6-dibromotoluene (0. 1 6 g, 0.64 mmol). The crude product was 
purified by silica gel chromatography (EtOAc/hexane, 10:1 ) to afford 27 mg (50%) of 
Compound 308 as a colorless glass. Data for compound 308: J H NMR (400 MHz, CDCI3) 
7.49 (d,/=8.3, !H),7.I7(d,7 = 6.9, 1H),7.04 (t,/=7.7, 1H), 6.95(d,J = 1.9, 1H), 6.89 
(dd, J = 8.0, 1.9, 1H), 6.46 (d. / = 8.0, 1H), 5.35 (s, 1H), 3.77 (br s, 1H), 1.97 (d, J = 1.2, 
25 3H), 1.32 (s,6H). 

EXAMPLE 209 

7<:hloro-l t 2^jhvdrp-2.2,^ ( Compound 309. structure 

S3 of Scheme XXI. where r1=r3-5 =R 6 5=R 8-9 =H . R^itro. R7=chlorol 
30 ^qilQrcHt-amino-3'-nitn)biphenvl (structure 82 of Scheme XXL where R ^3-5^7-8^ 
R^=nitro. R6=chlQroV This compound was prepared by General Method 14 (EXAMPLE 
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191) from 3-nitrobenzeneboronic acid (0.25 g, 1.5 mmol), 4-bromo-3-chloroaniIine (0.21 g, 
1.0 mmol), and (PPh3MPd (35 mg, 0.030 mmol) to afford 0.08 g (32%) of 2-chloro-4- 
amino-3'-nitrobiphenyl as an orange solid. Data for 2-chloro-4-aTnino-3'-nitrobipheny I: *H 
NMR (400 MHz, acetone-d6) 8.29 (app t, 7 = 2.0, 1 H), 8. 1 8 (dt, 7 = 9.0, 1 .2, 1 H), 7.76 (dd, 
5 7=9.0, 1.2, 1H), 7.56 (l, J =8.0, 1H), 7.14 (d,7 = 8.2, 1H), 6.82 (d, 7 = 2.2, 1H). 6.65 (dd,7 
= 8.2, 2.2, 1H), 3.86 (br s, 2H). 

7^hloro-l,2-dihvdn>-2^.4-tri^ (Compound 309. structure 

83 of Scheme XXI. where r1=r3-6 =s r8-9 =H . R^itro. R3=chlorol This compound was 

10 prepared by General Method 8 (EXAMPLE 138) from 2-chloro-4-amino-3 -nitrobiphenyl 
(0.08 g, 0.3 mmol) to afford 15 mg (15%) of Compound 309 as an orange solid, in addition 
to 2 mg (2%) of Compound 310 (EXAMPLE 210) as an orange solid. The structures of 
Compounds 309 and 310 were secured by n.O.e. experiments. Data for Compound 309: 
*H NMR (400 MHz, acetone-d6) 8.77 (t, 7 = 2.0, 1H), 8.21 (dt, 7 = 9.0, 1.2, 1H), 7.88 (dd, 

15 7=6.6, 1.6, 1H),7.71 0,7=7.9, lH),7.10(s. lH),6.67(s, lH),5.43(s, 1H), 1.99(s,3H), 
1.32 (s, 6H). 

EXAMPLE 210 

5-Chloro-K2Klihvdro-2.2.4-rt (Compound 310. structure 

20 83 of Scheme XXI. where rW-W-^h. R^nitro. R6=chIonrt 

This compound (2 mg, 2%) was obtained along with Compound 309 (EXAMPLE 209) as 
described above. Data for Compound 310: *H NMR (400 MHz, acetone-d6) 8.21 (d, 7 = 
1.4, lH),8.20(m, 1H),7.81 (dt,7 = 8.8, 1.4, 1H), 7.70 (m, 1H),7.01 (d,7=8.U 1H),6.71 
(d,7=8.1, 1H), 5.74 (brs, 1H), 5.55 (d,7 = 1.3, 1H), 2.31 (d,7 = 1.3, 3H), 1.28 (s,6H). 



8-Chloro-1.2Klihvdro-2.2.4^^ (Compound 311. structure 

83 of Scheme XXI, where R^R^fr^H, R^itro, R8=chloro) 
3-Chloro^amino-3 < -nitrobiphenvl (structure 82 of Scheme XXI. where R*=r3- 7 =H. 
30 R^nitro. R8=chlonri . This compound was prepared by General Method 14 (EXAMPLE 
191) from 3-nitrobenzeneboronic acid (0.25 g, 1.5 mmol), 4-bromo-2-chloroaniline (0.21 g, 



25 



EXAMPLE 211 



WO 96/19458 



PCT/US95/16096 



215 

1.0 mmol), and (PPh3)4Pd (35 mg. 0.030 mmol) to afford a crude material which was used 
directly in the next step. 

g-Ch«gro-U-dihvdro-2.2.4-triinethvl.6-f3.nirmnh f nvnQuinoline fComnnnnri Mi. structure 
5 83 of Scheme XXI. where R 1=r3-7 =R 9 =h R2 =n itro R^hlfmy) This compound was 
prepared by General Method 8 (EXAMPLE 138) from the crude biphenyl amine obtained 
above to afford 2 mg (1 %) of Compound 311 as an orange solid. Data for Compound 311: 
*H NMR (400 MHz, acetone-d6) 8.48 (d, 7 = 2.0, 1H), 8. 1 1 (dd, 7 = 8.0, 2.0, 1 H), 8.04 
(dd,/=6.6. 1.6, IH). 7.67(t,/ =8.0, 1H), 7.55 (d, 7 = 2.0. 1H), 7.40 (d, 7 = 2.0. 1H),5.43 
10 (s, 1H), 1.99 (s, 3H). 1 .29 (s, 6H). 

EXAMPLE 21 2 

8-EthyH ,^ihYdnv2.2.4-trimethvl-6.r3.nitrnn henvltouinoline (Compound 312. structure 
83 of SdlBllS ™T " here R 1=r3-7 =R 9 =H . R^iiro. RS^thvn 

15 4-Amino-3-ethvl-3 -nitrohinhenvl (structur e , 82 ojSchjme XXI. where Rl=R3-7- H 

R^nitro, R 8 =ethyl) . This compound was prepared by General Method 14 (EXAMPLE 
191) from 3-nitrobenzeneboronic acid (0.47 g, 2.8 mmol). 4-bromo-2-ethylaniline (432 mg, 
2.16 mmol), and (PPh3)4Pd (75 mg, 0.065 mmol) to afford 139 mg (20%) of 4-amino-3- 
ethyl-3-nitrobiphenyl. Data for 4-amino-3-ethyl-3-nitrobiphenyl: *H NMR (400 MHz, 

!0 acetone-ds) 8.38(1,7=2.1, lH).8.08(m, lH),8.00(m, 1H). 7.66(1,7=8.0. lH),7.45(d, 
7 = 2.3. 1H). 7.39 (dd. 7 = 8.3, 23, 1H), 6.83 (d, 7 = 8.3, 1H), 4.68 (br s, 2H). 

8-Chloro-| .2-dihYdro-2.2.4-trimethvl-6-f3.nirmphenvnquinnli n e (Compound 311- structure 
83 of Scheme XVI, ^ r1 = r3-7 =R 9 = H , R 2= nitro , Rg^i^ 

This compound was 

5 prepared by General Method 8 (EXAMPLE 1 38) from the crude biphenyl amine obtained 
above to afford 2 mg (1 %) of Compound 311 as an orange solid. Data for Compound 311: 
*H NMR (400 MHz, acetone^) 8.38 (t,7 = 2.1. 1H). 8.06 (m. 2H), 7.66 (t, 7 = 8.0. 1H). 
7.34 (m, 1H). 5.44 (s. 1H). 4.88 (br s, 1H), 2.60 (q, 7 = 7.5, 2H). 2.08 (s, 3H), 1 .34 (s. 6H). 
1.23 (1,7=7.5. 3H). 
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EXAMPLE 213 

9<^1oro-h2>dihvdro-2.2-dimethvl>5-couniarinor3.4>/lQuinoline (Com pound 313. structure 
88 of Scheme XXIII, where R 1 -2=r4-6 = r9 = h i BZsR^BghyL R3=chlpro) 
2-Amino-6^hloro-3,4-benzocoumarin (structure 87 of Scheme XXIII, where r1-2=r4- 
5 6=H, R3=chloro, an intermediate from EXAMPLE 109) (100 mg, 0.407 mmol) and 1,1- 
dimethyl propargyl acetate (52 mg, 0.41 mmol) were dissolved in THF (5 mL) and treated 
with triethylarnine (57 jiL, 0.41 mmol). The resulting solution was treated with CuCl (20 
mg, 0.20 mmol). The reaction mixture was heated at relux for 16 h. The reaction was 
quenched with 1 % (v/v) HQ (2 mL) and diluted with EtOAc (20 mL). The mixture was 

10 poured into a separatory funnel and the aqueous layer was extracted with EtOAc (2 x 20 
mL). The combined organics were washed with brine (1 x 20 mL), dried (Na2S04), 
filtered, and concentrated onto Celite. The materia) was purified by flash chromatography 
on silica gel (50 g) using 1 5% EtOAc:hexanes as eluent to afford 50 mg of the dimethyl 
propargyl amine intermediate. This material was dissolved in THF and treated with CuCl (2 

1 5 mg, 0.02 mmol ) and heated at reflux for 16 h. The reaction was quenched with 1 % (v/v) 
HQ (2 rnL) and diluted with EtOAc and water. The reaction mixture was poured into a 
separatory funnel and the aqueous was extracted with EtOAc (2 x 20 mL). The combined 
organics were washed with brine (15 mL), dried (Na2S04), filtered, and concentrated onto 
Celite. The material was purified by flash chromatography on silica gel (20 g) using 15% 

20 EtOAcrhexanes to afford 30 mg (24%) of Compound 313 as a yellow solid. Data for 

Compound 313: *H NMR (400 MHz, acetone-d6) 8.07 (d, / = 2.4, 1 H), 7.99 (d, J = 8.7, 
1H). 7.91 (d, J = 10.4, 1H), 7.38 (dd, J = 8.6, 2.4, 1H), 7.26 (d, J = 8.7, 1H), 7.10 (d, J = 8.5, 
1H), 6.04 (br s,lH), 5.74 (dd, / = 10.4, 1.4, 1H), 1.36 (s, 6H). 

25 EXAMPLE 214 

1 .2»Dthvdn>-9-rnethoxv-2.2.4-rrimethvl'5-coumarinor3.4-flquinoline (Compound 314. 
structure 41 of Scheme XI, where R ] =H. R 2 =methoxy) 

2.5-Dimethoxvphenvlboronic acid (structure 37 of Scheme XI. where R*=H. R2=methoxv). 
This compound was prepared in a manner similar to that of 5-fluoro-2- 
30 methoxyphenylboronic acid (EXAMPLE 107) from 1 -bromo-2,5-dimethoxybenzene (2.00 
mL, 13.3 mmol), n-BuLi (2.5 M in hexanes; 5.34 mL, 13.3 mmol), and tri me thy I borate (4.5 
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10 



15 



20 



mL, 40 mmol) to afford 2.43 g (99%) of 2,5-dimethoxyphenylboronic acid which was used 
without further purification. 

MethYK2'.5 , -dimethoxv-4-nitro-2-binh e nvln a rhnT V i a ^ This compound was prepared in a 
manner similar to that of methyl 5 -fluoro-2 -methoxy-4-nitro-2-biphenylcarboxylate 
(EXAMPLE 107) from methyl 2-bromo-5-nitrobenzoate (2.46 g, 9.46 mmol), (PPh3)4Pd 
(0.33 g, 0.28 mmol), and 2,5-dimethoxyphenylboronic acid (2.42 g, 1 3.3 mmol) to afford 

2.08 g (69%) of methyl (2 , ,5 , -dimethoxy^-nitro-2-biphenylcarboxylate) as a white solid. 

Data for methyl (2\5'-dimethoxy-4-nftro-2-biphenylcarboxylate): *H NMR (400 MHz, 

CDCI3) 8.70(d, 7 = 2.4. IH), 8.37 (dd,./= 8.4, 2.5, 1H), 7.52 (d, / = 8.5, 1H). 6.92 (dd. / = 

8.8, 3.0, IH), 6.84 (m. 1H), 3.82 (s, 3H), 3.75 (s, 3H), 3.67 (s. 3H). 

2 l 1 5 > .Dimcthoxv^-nitro-2-hiphenvlc a ri>o«vlir a riH This compound was prepared in a 
manner similar to that of S'-fluo^'-methoxy^-ni^-biphenylcarboxylic acid 
(EXAMPLE 107) from methyl 2\5 -dimethoxy^-niiro-2-biphenylcarboxylate (2.07 g) to 
afford 1.93 g (99%) of 2 1 ,5'-dimethoxy-4-nitio-2-biphenylcarboxylic acid as a white solid. 
Data for 2^ -dimemoxy-4-nitro-2-biphenylcarboxylic acid: lH NMR (400 MHz, acetone- 
do) 8.64(d./=2.5. IH). 8.43 (dd, 7=8.4, 2.6, IH), 7.67 (d.J = 8.5, 1H), 6.94 (m. 2H), 
3.80 (s,3H), 3.68 (s,3H). 



frMethQxy-2-nitro-3,4-hen7<xwmarin . This compound was prepared in a manner similar 
to that of 6-fluoro-2-nitro-3,4-benzocoumarin (EXAMPLE 107) from 2 , 3 , -dimethoxy-4- 
nitro-2-biphenylcarboxylic acid (1.93 g, 6.36 mmol), SOCl 2 (0.47 mL. 6.4 mmol), and 
A1C1 3 (0.67 g, 5.0 mmol) to afford 1.71 g (99%) of 6-methoxy-2-nitro-3.4-benzocoumarin 
25 as an orange powder. Data for 6-methoxy.2-nitro-3,4-benzocoumarin: *H NMR (400 
MHz. acetone-d6) 9.04 (d. J = 2.4, IH). 8.74 (d. J = 8.9. 1 H). 8.69 (dd, J = 8.9, 2.4. 1 H), 
7.92 (d. J = 2.9, IH). 7.4 1 (d, J = 9.0, IH), 7.30 (dd, J = 9.0, 2.9, IH). 3.97 (s. 3H). 

2-Amino-6-mftthox Y -3 4-benzocoiimarin tstmch.re 40 o f Scheme XI , where R'=H 
30 R 2 =me|hpxy) . This compound was prepared in a manner similar to that of 2-amino-6- 
fluoro-3.4-benzocoumarin (EXAMPLE 107) from 6-methoxy-2-nitro-3.4-benzocoumarin 
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(1.71 g, 6.3 mmol) to afford 1.27 g (80%) of 2-amino-6-mcthoxy-3,4-benzocoumarin as a 
white solid. Data for 2-amino^methoxy-3,4-benzocoumarin: *H NMR (400 MHz, 
acetone-d6) 8. 1 0 (d, J = 8.7, 1 H), 7.60 (d, J = 2.8, 1 H), 7.55 (d, 7 = 2.5, 1 H), 7.25 (m f 2H), 
6.99 (dd. J = 8.7, 2.8, 1H), 3.90 (s, 3H). 

5 

1 .2-Dihvdro-9-methoxv-2^.4^rimethvl-5^ournarinof 3.4-nquinoline (Compound 314. 
structure 41 of Scheme XI, where R*=H, R^smethoxv) . This compound was prepared in a 
manner similar to that of Compound 207 from 2-amino-6-methoxy-3,4-benzocoumarin 
( 1 .27 g, 5.0 mmol) to afford 0.25 g ( 1 5%) of Compound 314 as a yellow solid. Data for 
10 Compound 314: *H NMR (400 MHz, CDCI3) 7.73 (d. J = 8.6, 1H), 7.35 (d, J = 2.8, 1H), 
7.23 (d, J = 8.9, 1H), 7.00 (d, J - 8.6, 1H), 6.92 (dd, J = 8.9, 2.8, 1H), 5.57 (s, 1H), 429 (br 
s, 1 H). 3.88 (s. 3H), 2. 1 1 (d, J = 1 . 1 , 3H), 1 .33 (s. 6H). 

EXAMPLE 21S 

15 ^Fluprp-Lg-dihy^rff^^Al l-teu^mefhyl-?^Qum^PnPf3 1 4- i /1quinolipe (Com pp u nd 3%S t 
stmcftire a of Scheme JflflV, w^p? R 1 ^R^R^H, R3=f1uoro, Bg=SZ±smSth^ 
Methvl r-fluom^S'^niethoxv-S-methvM-nit^-biphenvlcarfaoxvlate (structure 92 of 
Scheme XXIV. where R 1 -2 = r4 = r6 = h. R3=fIuoro. R^=methvn . This compound was 
prepared in a manner similar to that of methyl 5 -fluoro-2'-inethoxy-4-nitro-2- 

20 biphenylcarboxylate (EXAMPLE 107) from methyl 2-bromo-3-methy!-5-nitrobenzoate 

(1.73 g, 6.31 mmol), (PPh3)4Pd (0.22 g, 0.19 mmol), and 5-fluoro-2-memoxyphenylboronic 
acid (EXAMPLE 107) (1.50 g, 8.8 mmol) to afford 0.77 g (38%) of methyl 2'-fluoro-5- 
memoxy^methyl-4-nitro-2-biphenylcarboxylate. Data for r-fluoro-S-methoxy^methyl- 
4-nitro-2-biphenylcafboxylate: 8.61 (d, J = 2.3, 1H), 827 (d, 7= 2.4, 1H). 7.09 (m, 1H), 

25 6.91 (dd, 7=9.0,4.3, 1H), 6.73 (dd,7= 82, 3.0, 1H), 3.70 (s,3H). 3.69 (s,3H), 2.19 (s, 
3H). 

2^Fluoro>5'>methoxv-4-nitro-2-biphenvlcarboxvlic acid. This compound was prepared in a 
manner similar to that of 5-fluoro-2 -methoxy-4-nitro-2-biphenylcarboxylic acid 
30 (EXAMPLE 107) from methyl 2'-fluoro-5 , -memoxy^memyl^nitro-2-biphenylcarboxylate 
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(0.77 g) to afford 0.73 g (99%) of ^-fluoro-S -mcthoxy-^nitro^-biphenyJcartwxylic acid as 
a white solid, which was used in the next step without further purficatton. 

^nuoro^methvl-2-nitro-3.4-henrocoiimarin This compound was prepared in a manner 
5 similar to that of 6-fluoro-2-nitro-3,4-benzocoumarin (EXAMPLE 1 07) from 2•-fluoro-5 , - 
methoxy-4-nitro-2-biphenylcarboxylic acid (0.73 g, 2.4 mmol), SOCI2 (0.18 mL, 2.4 
mmol), and AICI3 (0.32 g, 2.4 mmol) to afford 0.63 g (95%) of 6-fluoro-4-methyl-2-nitro- 
3,4-benzocoumarin as an orange powder. Data for 6-fluoro-4-methy]-2-nitro-3,4- 
benzocoumarin: *H NMR (400 MHz, acetone-d6) 8.99 (d, J = 2.5, 1H), 8.63 (d, / = 2.5, 
10 1H), 8.29 (dd, J = 10.9. 2.4, 1H), 7.53 (m, 2H), 3.14 (s. 3H). 

2-AlPin0-6-f|»i0r0-4-methvl-3.4-hen7ocouTnarin Str u cture 87 of Scheme XXTV u,h f „. p 1- 
?=R 4 gR6-H t R 3 =fluprp, R 5 =methy l). This compound was prepared in a manner similar to 
that of 2-amino-6-fluoro-3,4-benzocoumarin (EXAMPLE 107) from 6-fluoro-4-methyl-2- 
nitro-3,4-benzocoumarin (0.61 g) to afford 0.54 g (99%) of 2-anuno-6-fluoro-4-methyl-3,4- 
benzocoumarin as a white solid, which was used in the next step without further 
purification. 

9-Fluoro-|,2-<lihvdro-7 2.4.1 l-tetramethvl-5^n m? rin of3.4-r1ni.innlin e (Cornnnnnri 
structure 88 Of Scheme XXIV. where R » -2 sR 4 = r6 =h p3 =fhlom R5 B R7-9« methvn 
This compound was prepared in a manner similar to that of Compound 207 from 2-amino-6- 
fluor<v4-methyl-3,4-benzocoumarin (034 g) to afford 0.29 g (40%) of Compound 315 as a 
yellow solid. Data for Compound 315: *H NMR (400 MHz. acetone-d 6 ) 7.87 (dd, J = 
11.4,2.9, 1H), 7.32 (dd,7 = 9.0. 5.1. lH),7.28(m. lH),7.02(s, 1H), 5.52 (d, J = 1.2. 1H), 
2.76 (s. 3H), 2.01 (s, 3H), 1.30 (s, 6H). 



15 



20 



25 



EXAMPLE 216 

l^-DihYdro-2,7 4 9-tetramethvl-5-cou m arinnr3 4-flouinoHne rCn m nound 316 sm,rm«. 
Of Scheme XI wt| ?r R>=H. R2 = methvn 

2-MethoxY-5-methYlphenvlboronic acid (structure 3 7 of Scheme XL where R »=H 
30 R^metliYl), This compound was prepared in a manner similar to that of 5-fluoro-2- 

methoxyphenyJboronic acid (EXAMPLE 107) from 2-bromo-4-methylanisole (2.00 g, 9.94 
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mmol), n-BuLi (2.5 M in hexanes; 4.00 mL, 10 mmol), and trimethylborate (3.4 mL, 30 
mmol) to afford 1 .60 g (96%) of 2-methoxy-5-methylphenylboronic acid which was used 
without further purification. 

5 Methyl 2 , >methoxv-5 , -methvl-4-nitro-2>biphenvlcarhoxvlate . This compound was prepared 
in a manner similar to that of methyl 5'-fluoro-2 , -methoxy-4-nitro-2-biphenylcarboxylate 
(EXAMPLE 107) from methyl 2-bromo-5-nitrobenzoate (1.80 g, 6.92 mmol), (PPh3)4Pd 
(0.33 g, 0.28 mmol), and 2-methoxy~5-methylphenylboronic acid (1.58 g, 9.51 mmol) to 
afford 2.03 g (98%) of methyl 2 -meuhoxy-5 , -methyl^nitro-2-biphenylcarboxylate as a 
10 white solid. Data for methyl (2 , -methoxy-5 , -methyl-4-nitn>-2-biphenylcarboxylate) : *H 

NMR (400 MHz, CDCI3) 8.69 (d, J = 2.5. 1 H), 8.36 (dd, J = 8.4, 2.5, 1 H), 7.5 1 (d, J = 8.5, 
lH),7.20(m, 1H), 7.07 (d,J= 2.1, 1H),6.81 (d,J = 8.4, 1H), 3.75 (s, 3H), 3.69 (s, 3H), 
2.35 (s, 3H). 

1 5 2^MgthoxY-5 > -methvl-4»nitro-2-biphenvlcarboxvltc acid. This compound was prepared in a 
manner similar to that of 5 , -fluoro-2'-methoxy-4-nitro-2-biphenylcarboxylic acid 
(EXAMPLE 107) from methyl 2 , -methoxy-5 -methyl-4-nitro-2-biphenylcarboxylate (2.02 g) 
to afford 1.93 g (99%) of 2 , -methoxy-5 -methyl-4-nitro-2-biphenylcarboxylic acid as a white 
solid. Data for 2 , -methoxy-5 , -methyl-4-nitro-2-biphenyIcarboxylic acid: *!! NMR (400 

20 MHz, acetone-d6) 8.63 (d, J = 2.5, 1H), 8.42 (dd, J = 8.5, 2.5, 1H), 7.63 (d, J = 8.5, 1H), 
7.19 (m, 1H), 7.14 (d, / = 2.2, 1H). 6.93 (d. J = 8.4, 1H), 3.70 (s, 3H), 2.32 (s, 3H). 

6-Methvl-2-nitro-3. 4-benzocoumarin . This compound was prepared in a manner similar to 
that of 6-fluoro-2-nitro-3,4-benzocoumarin (EXAMPLE 107) from 2 , -methoxy-5 , -methyl-4- 
25 nitro-2-biphenylcarboxylic acid (1.92 g, 6.68 mmol), SOCI2 (0.49 mL, 6.7 mmol), and 

A1C13 (0.89 g, 6.7 mmol) to afford 1.65 g (97%) of 6-methyl-2-nitro-3,4-benzocoumarin as 
an orange powder. Data for 6-methyl-2-nitro-3,4-benzocoumarin: *H NMR (400 MHz, 
acetone-d6) 9.04 (d, J = 2.5, 1H), 8.69 (m, 2H), 8.26 (s, 1H), 7.53 (d, J = 8.6, 1H), 7.35 (d, 
7=8.6, 1H), 2.49 (s, 3H). 
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2-Amino-6-ip g thYl^ 4-benzocoiimarin (stratum M of Srfn>m» yi. where g 1^ 
R^etfiyl) . This compound was prepared in a manner similar to that of 2-amino-6-fluoro- 
3,4-benzocoumarin (EXAMPLE 107) from 6-methyl-2-nitro-3,4-ben2ocoumarin (1.64 g) to 
afford 1.40 g (99%) of 2-amino-6-methyl-3,4-ben2ocoumarin as a white solid, which was 
5 used in the next step without further purification. 

l^-PihYdro.2,2 , 4 l 9-fetr a rnethvl.5-coumarinor3.4-r1nnmnlin ff f Comnonnrf ^ 
of Scheme XI , where 3'=H, R^nythyl) . This compound was prepared in a manner 
similar to that of Compound 207 from 2.amino-6-methyN3.4-benzocoum a rin (1 .40 g) to 
afford 0.738 g (38%) of Compound 316 as a yellow solid. Data for Compound 316: lH 
NMR (400 MHz, acetone-do) 7.96 (d, J = 8.6. lH).7.89(s, 1H), 7.19 (d, J = 8.6. 1H).7.18 
(m. lH),7.14(d,y=8.4. lH).6.04(brs. 1H). 5.51 (s, 1H). 2.41 (s.3H), 1.29(s,6H). The 
C(4) methyl is obscured by the acetone multiplet. 

EXAMPLE 217 

15 7 -Ch»P^1,^ihYdro-2,2.4^ m rthvl-5^r«rn a rin rt f^ nau i no , inp , ,rn mp »,. PTf 
strupture 88 of Scheme XXIV u,i, „ r rI^m^. r 2-6^ H , 

3^Chloro-2.methoxYphenYthom n i g acid fstmcfmr 90 of Sch»n.» yyt v , whem R 1^,^ 
B This compound was prepared in a manner similar to that of 5-fluoro-2- 

methoxyphenylboronic acid (EXAMPLE 107) from 2-bromo^chloroanisole (0.71 g, 3.2 
mmol). n-BuLi (2.5 M in hexanes; 1.28 mL. 3.2 mmol). and trimethylborate (1.09 mL. 9.6 
mmol) to afford 0.55 g (91%) of 3K*loro-2-meftoxyphenylbomnic acid which was used 
without further purification. 



20 



25 



30 



Methyl f3'-chtoro-?Mnelhoxv^-nitm-2-binh Rn vlr a ^ Yh T . ) This compound was prepared 
in a manner similar to that of methyl (5^uoro-2'-me m oxy^nitro-2-biphenylcaiboxylate) 
(EXAMPLE 107) from methyl 2-bromo-5-nim)benzoate (0.58 g. 2.2 mmol). (PPh 3 )4Pd (77 
mg. 0.066 mmol), and 5-chloro-2-methoxyphenylboronic acid (0.54 g. 2.9 mmol) to afford 
245 mg (35%) of methyl (3 ^hloro-2'-me m oxy^nit ro -2-biphenylcarboxylate) as a clear oil. 
Date for methyl (3 ^on>-2^memoxy^nitio-2-biphenyIcarboxylate): 1h NMR (400 
MHZ.CDC13) 8.79(d,y=2.4. IH), 8.40 (dd, 7 = 8.4. 2.4. 1H), 7.57 (d. J = 8.5, 1H). 7.45 
(m, 1H). 7.15 (m. 2H). 3.75 (s, 3H). 3.47 (s. 3H). 
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3 , -Ch)orO"2^methoxv-4~nitro-2-biDhenvlcarboxvlic acid . This compound was prepared in a 
manner similar to that of 5 , -fluoro-2 , -methoxy-4-nitro-2-biphenylcarboxylic acid 
(EXAMPLE 107) from methyl (3 , ^lon>-2 , -methoxy^nitn>-2-biphenylcarboxylate) 
5 (230mg) to afford 0.21 g (99%) of 3 , -chloro-2*-methoxy^nitro-2-biphenylcarboxylic acid 
as a white solid. Data for 3 , ^hlorcH2 , -methoxy^nitn>-2-biphenylcarboxylic acid: *H 
NMR (400 MHz, acetone-d6) 8 76 (d, J = 2.5, 1H), 8.50 (dd, J = 8.4 t 2.5, 1H), 7.74 (d, / = 
8.5, 1H), 7.51 (dd, J = 7.9, 1 .8, 1H), 7.3 1 (dd, J = 7.4, 1 .8, 1H), 7.24 (t, / = 7.9), 3.47 (s, 
3H). • - 

8-Chloro-2-nitn>3.4-benzocoumarin. This compound was prepared in a manner similar to 
that of 6-fluoro-2-nitro-3 t 4-benzocoumarin (EXAMPLE 107) from 3'-chloro-2'-methoxy-4- 
nitro-2-biphenylcarboxyHc acid (0.20 g, 0.65 mmol), SOCI2 (50 mL, 0.69 mmol), and 
AICI3 (85 mg, 0.65 mmol) to afford 0.18 g (99%) of 8-chloro-2-nitro-3,4-benzocoumarin as 
15 yellow crystals. Data for 8-chloro-2-nitro-3,4-benzocoumarin: 1 H NMR (400 MHz, 

acetone-d6) 9.06(t,/ = 1.4, 1H),8.74 (s, 2H), 8.45 (dd, 7 = 8.0, 1.4, 1H), 7.32 (dd, J = 8.0, 
1.2, 1H), 7.51 (t, J s 8.0, 1H). 

2-Amino-8-chloro-3.4-benzocoumarin (structure 87 of Scheme XXIV. where R*=chloro. 
20 r2-6 == h) This compound was prepared in a manner similar to that of 2-amino-6-fluoro- 
3,4 r benzocoumarin (EXAMPLE 107) from 8^hloro-2-nitro-3,4-benzocoumarin (0.18 g, 
0.65 mmol) to afford 0.10 g (62%) of 2-amino-8-chloro-3,4-benzocoumarin as a white solid, 
which was used in the next step without further purification. 

25 7>Chloro-l^ihvdro>2.2.4 -trimethvl-5>couni a rinor3.4-/1ouinoline (Compound 317. 

structure 88 of Scheme XXIV. where Rl=chloro. R 2 -°=H. R^^methyl). This compound 
was prepared in a manner similar to that of Compound 207 from 2-amino-9-chloro-3,4- 
benzocoumarin (0.10 g) to afford 24 mg (18%) of Compound 317 as a yellow solid. Data 
for Compound 317: *H NMR (400 MHz, acetone-d6) 8.04 (dd, J = 8.1 , 1 .1 , 1H), 7.98 (d, 

30 J = 8.7, 1H), 7.48 (dd, 7=9.0, 1.1, IH), 7.28 (t, ./= 8.8, 1H), 7.23 (d, J « 8.6, 1H), 6.24 (br 
s, 1H),5.55 (d,7= 1.2, lH),2.08(s, 3H), 1.31 (s,6H). 
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EXAMPLE 21 § 

5-(3-FJuorpbenzvl)- 1 ,2-dihvdro-2.2.4-triTnethvl-S^hm me nof 3 A-^ .i noline f Cnmp imH 
318, structure 32 of Sgjigme IX. where R = 3-flunmheipy)) 

To a solution of Compound 225 (EXAMPLE 125) (10 mg, 0.03 mmol) in CH2CI2 (5 ml) 
was added triethylsilane (0.05 ml, 0.3 mmol) and trifluoroacetic acid (0.024 ml, 0.3 mmol) 
at rt. The reaction was monitored by TLC and was found to be complete after 15 hours. 
The reaction mixture was quenched with an aqueous 10% NaOH solution (5mL) then 
extracted with EtOAc ( 10 mL). The organic layer was washed with brine (3x5 mL). dried 
(Na2S04). then concentrated in vacuo to afford a yellow oil. The crude product was 
purified by prep TLC (5 x 20cm, 250mm, 1 : 1 CH2CI 2 :hexane) to afford 1 .0 mg (8%) of 
Compound 318 as a yellow oil. Data for Compound 318: Rf=0.26 (silica gel, 25% 
EtOAc:hex); lH NMR (400 MHz, CDCI3) 7.66 (d, J = 8.5, 1 H). 7.48( d, J= 8.5 1 H), 7.23 
(m. 2 H), 7.03 (m. 1 H), 6.89 (m, 3 H), 6.61 (d, /= 8.5, I H), 6.10 (m, 1 H), 5.49 (s. 1 H), 
3.98 (brs. 1 H), 3.10 (m. 1 H), 2.73 (m, 1 H). 2.29 (s, 3 H), 1 .29 (s, 3 H), 1.19 (s, 3 H). 

EXAMPLR21Q 

f/^-9-Chloro-l t 2^ihvdro-5-me^ 

(Compound 319, structure 47 of Schema Y1V , u, h ere rUh R2^ h i oro , R 3 =rTU . thv , y =n> 
f/reV9-chlprp-1 .2-dihvdTO-5-hvdmxv-? 1 4-trimethvl.SW-^ h romenof 3 
(stnicture 46 of Scheme XTV. where Rl=H R2 =r n | oro i and < uyfr|< wo .2.hv«lm»v I ^i). 
l t 2-dihYdro-5-hvdroxvmethvl-2-2 4-trimPt^ Y louinolir.p. rstmcture 94 of & h™^ ffifY , 
whergRl " 2=R4 " 6=H B^aJgXB, R ? - 9 =^Y') Compound 209 (EXAMPLE 109) (100 
mg, 0.307 mmol) was dissolved in THF, cooled to -40°C, and treated with DIBAL (614 pi. 
0.614 mmol, 1 M in THF. Aldrich). warming to -20»C over 30 min. The reaction mixture 
was quenched with NH4CI (sat) (2 mL) and allowed to warm to it. The reaction mixture 
was poured into a separatory funnel containing EtOAc and water. The aqueous was 
extracted with EtOAc (2 x 20 mL). The combined organics were washed with NaCl (sat) (1 
x 15 mL), dried (Na2SC«4), filtered, and concentrated onto Celite. The material was 
purified by flash chromatography using 25% EtOAcrhexanes to afford 65 mg of (JWS)-9- 
chloro-l^hydro-5-hydroxy-2A4-triinethyl-5//K^menor3,4-/JquinoIme (structure 46 of 
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Scheme XIV, where R*=H, R^hloro) and 20 mg of 6-(5-chIoro-2-hydroxyphenyl)-l^- 
dihydro-5-hydroxyrnethyl-2^,4-trirnethylquinoline (structure 94 of Scheme XXV, where 
Rl -2-R4-6-H, R 3 =chloro, R 7 ~ 9 =methyJ). Data for (/6S)-9-chloro- 1 ,2-dihydro-5-hydroxy- 
2^,4.trimethyl-5H-chromeno[3,4-y]quinoJine: *H NMR (4fX) MHz, aeetone-d 6 ) 7.71 (d, J 
5 =2.4, 1 H), 7.55 (d, J = 8.4, 1H), 7.1 1 (dd, /= 8.5, 2.4, 1H), 6.94 (d, J= 8.4, 1H), 6.84 (d, J 
= 5.9, 1H), 6.78 (d, J = 8.2. 1H), 6.01 (d, J = 6.0, 1H), 5.56 (bs, 1H), 5.52 (s, 1H), 2.36 (s, 
3H), 1.31 (s,3H), 1.18 (s,3H). Data for 6-(5-chloro-2-hydroxyphenyl>l^-dihydro-5- 
hydroxymethyl-2 ,2,4-trimethylquinoline: *H NMR (400 MHz, acetone-d6) 7. 1 8 (dd, J = 
8.5, 3.0, IH), 7.10 (d, J = 2.5. IH), 6.92 (d, /= 8.6, IH), 6.75 (d, J = 8.0, IH), 6.63 (d, J = 
10 8. 1 , 1 H), 5.46 (s, 1 H), 5.25 (s, 1 H), 4.55 ( ABq, J = 1 1 .4, 2H), 2.35 (s, 3H), 1 .27 (s, 6H). 

(/^-9-Chloro-1.2^ ihvdro-5-m^ 

(Compound 319. structure 47 of Scheme XIV. where R*=H. R^hloro. R 3 =methvL X=Q). 
(/&S)-9-chIoro-l ^^ihydro-5-hydroxy-2^,4-uimethyl-5//-^hrorneno[3,4-/lquinoHne (30 

15 mg, 0.092 mmol) was dissolved in methanol (3 mL) and treated with p-toluenesulfonic acid 
(10 mg). After 10 min the reaction was quenched with NaHC03 (2 mL). The resulting 
mixture was diluted with water (2 mL), poured into a separatory funnel, and extracted with 
EtOAc (3 x 20 mL). The combined organics were washed with NaCl(sat) (I x 20 mL), 
dried (Na2S04), filtered, and concentrated onto Celite. The material was purified by flash 

20 chromatography on silica (20 g) using 10 % EtOAc:hexanes as eluent to afford 20 mg (64%) 
of Compound 319 as an opaque oil. Data for Compound 319: *H NMR (400 MHz, 
acetone-d6) 7.73 (d, J = 2.4, 1 H), 7.56 (d, J = 8.3, 1 H), 7. 1 7 (dd, J = 8.2, 2.4, 1 H), 7.08 (d, J 
= 8.3, IH), 6.80 (d, J = 8.3, IH), 6.37 (s, IH), 5.62 (br sJH), 5.54 (s, IH), 3.44 (s, 3H), 2.27 
(2, 3H), 132 (s, 3H), 1.17 (s, 3H). 



9^1on>-l^Hiihvdio-2.2.4-trimemvl-5/Y^hromenor3.4>nquinoline (Compound 320. 
strucmrg 93 pf Scheme yyV, where R^R^H, R3=chloro t R7-9=methyl) 
6K5<^loro-2-hydroxyphenyl)-l^^ihydro-5-hydroxyrnemyN 
30 (EXAMPLE 219; structure 94 of Scheme XXV, where R^ 2 =R 4 - 6 =H, R 3 =chloro, R 7 ' 9 

=methyl)(20 mg, 0.061 mmol) was dissolved in CH2CI2 and treated with thionyl chloride (5 
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,0 concn,m«l««oCch«.-n«:» (Compoun d3». D»»ta 

(J 0 8 ,»»n g 5*B.OA^s».«on.lO^ ^ i3w ^ M 

1H), 7.08 (dd, J = 8.5.2A lh), 6.89 > 
5.49(s,lH).532(s,2H).2.U(s.3H),1.25(s, 6 H). 

15 E&AMEUL22I 



n^wasdissoWedm 1-p^anol (3 mL) and ^ TOU Kmg mixture was 

^ 10n,nU«^-^^ N ^td C Led W i l hBtOAc(3x 
diluted with H 2 0 (2 mL). poured «"> a ^ * ' 2Q ^ dried (Na 2 S04), 

20mL , * — 

5 fiHered.andconcenua.edontocehte. m ^ ' oid22mg{61%)of Compound 
321 as an opaque oil. Data for Compound 321. ^ ^ ^ ? 03 (d , j = 8.5. 1H). 6.80 <d. 

30 3H,.,.««^2H,.U 2 <,3H>..."(OH.O, 5 .,n..3H,. 
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(>My>-9-Fluoro- 1 ^^hvdro>5>methoxv>2.2.4-trimethvl>5^hromenof 3.4-rtouinoline 
(Compound 322. stnicture 47 of Scheme XIV. where R*=H. R^fluoro. R3=methvh X=Q1 
This compound was prepared in a manner similar to that described for Compound 319 

5 (EXAMPLE 2 1 9) from Compound 207 (55 mg) to afford 34 mg (59%) of Compound 322 as 
a clear oil. Data for Compound 322: *H NMR (400 MHz, acetone-d6) 7.53 (d, J = 8.5, 
1H). 7.48 (dd, J e 9.9, 3.0, 1H), 7.05 (dd, J = 8.7, 4.9, 1H), 6.92 (m, 1 H), 6.80 (d, J = 8.3, 
1H), 6.34 (s, 1H), 5.54 (d, J = 1.4. 1H), 3.44 (s, 3H), 2.28 (d, J = 1.4, 3H), 1.32 (s, 3H), 1.16 

- (s, 3H). 

EXAMPLE 223 

(ftffi-9-Fluoro-1.2-dihvdiTH2.2.4-trinre^ 

(Cprnpound 323, stnicture 47 of Scheme XIV, wfrere R*=H, R^fluprp, R 3 =prop Y |, X=S). 
(/KSV9-Fluoro- 1 .2Kiihvdix^5>hvdroxv»2,2.4>trimethvl>5f/-chromenof 3.4-flQuinoline 

15 (structure 46 of Scheme XIV. where Rl=H. R^fluoro) . This compound was prepared in a 
manner similar to that of 9K:hloro-l,2^hydro-5-hydroxy-2,2,4-trimethyl-5//- 
chromeno[3 ,4-./]quinoline (EXAMPLE 2 1 9) from Compound 207 (0. 1 6 g, 0.5 1 mmol) to 
afford 80 mg (50%) of 9-fluoro- 1 ,2^ihydro-5-hydroxy-2^,4-trimethyl-5^-chromeno[3,4- 
/Iquinoline as a white solid. Data for 9-fluoro- 1 ,2-dihydro-5-hydroxy-2,2,4-trinietriyl-5Jf- 

20 chromeno[3,4-y]quinoline: *H NMR (400 MHz, acetone-d6) 7.52 (d, J = 8.5, 1H), 7.46 
(dd, J = 9.9, 2.9, 1 H), 6.93 (m, 1 H), 6.86 (m, 2H), 6.78 (d, J = 8.5, 1 H), 5.98 (d, J = 6.0, 
1H), 5.56 (br s,lH), 5.52 (d,7= 1.1, lH),237(d,J= 1.2, 3H), 1.30(s,3H), 1.18(s,3H). 

(/fr$V9-Fluoro- 1 ^^ihydix>-2.2,4-trimethyl-5-thiopropoxy-5//-chromenof 3.4-/lquinoline 
25 (Compound 323. structure 47 of Scheme XIV. where R*=H. R^fluoro. R 3 =proDvh X=S>. 
This compound was prepared in a manner similar to that of Compound 319 (EXAMPLE 
219) from 9~fluon>-l,2-dihydro-5-hydroxy-2,2,4-^ 

(18 mg) to afford 21 mg (99%) of Compound 323 as a clear oil. Data for Compound 323: 
*H NMR (400 MHz, acetone-d6) 7.48 (d, / = 8.5, 1H), 7.45 (dd, J = 10.0, 1 .7, 1H), 7.14 (s, 
30 1H), 6.95 (m, 2H), 6.73 (d, J = 8.5, 1H), 5.52 (d, J = 1 .3, 1H), 2.76 (m, 1H), 2.58 (dt, J = 
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12.9, 7.4, 1H). 2.47 (d, J = 1.2, 3H), 1.66 (m, 2H), 1.25 (s, 3H), 1.22 (s, 3H). 0.95 (t, 7= 7.3, 
3H). 



EXAMPLE 224 

f^-9-Puom-17^ihvdro-2.2.4-trimet^^ 

(Cpmpound 324. structure 47 of Scheme XTV wh ^ R 1=H R2 = fi, Joro rS^ ,^ 
This compound was prepared in a manner similar to that of Compound 319 (EXAMPLE 
2 1 9) from 9-fluoro- 1 .2-dihydro-5-hydroxy-2,2,4-trimethy l-5//-chromeno[3.4-y]quinoIine 
(EXAMPLE 223) (20 mg) to afford 21 mg(95%)ofCoiripound324asa white solid. Data 
for Compound 324: »H NMR (400 MHz, acetone-do) 7 53 (d, J = 8.4, 1 H), 7.47 (dd, J = 
9.9. 2.9, 1H), 7.02 (dd, J = 8.8. 5.0, 1H), 6.95 (m, 1H), 6.80 (d, J = 8.5, 1H), 5.53 (d. J = 
1.5, 1H).3.81 (dt, 7 = 9.2,6.7, lH).3.58(dt,7=9.2,6.7, 1H), 2.29 (d, / = 1.5. 3H). 1.46 
(sext, J = 6.9. 2H). 1 .32 (s, 3H), 1 .16 (s. 3H), 0.75 (t. J = 7.4, 3H). 

15 EXAMPLE 22S 

(/&^-5-ButY)-9^h|oro-1?-rtihYdro-2^ 

(Compound 325 stn.c mrr 42 of Scheme XI. where Rl=H R^hlom R^myi) 
This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 209 
(38 mg, 0.12 mmol) and 2.5 M «-BuLi in hexanes (0.28 mL.0.70 mmol) to afford 7 mg 
( 1 6%) of Compound 325 as a clear oil. Data for Compound 325: *H NMR (400 MHz, 
acetone-de) 7.72 (d, 7=2.4. lH).7.58(d.7=8.5, lH),7.12(dd.7 = 8.3,2.5. lH).7.05(d, 
7=8.5, lH).6.75(d,7=8.5, 1H),5.53 (s. 1H), 4.82 (1.7= 8.0. 1H). 2.40 (m. 2H). 2.09 (s. 
3H). 1 .5- 1 .4 (m. 6H). 1 .25 (br s. 6H), 0.95 (t, 7 = 7.8, 3H). 

EXAMPLE 226 

(J^5-Putvl-U-diPvdn>-9-mcthoxv-2.2.4-tn^^ 

(Compound 326, stnicture 42 of Scheme XI whor e R'=H R2=methoxv R=h. iry l ) 
This compound ( 1 2 mg, 33%) was obtained as a by-product in the formation of Compound 
355 (EXAMPLE 255) as a colorless oil. Data for Compound 326: 1 H NMR (400 MHz, 
acetone-d6) 7.47 (d. 7 = 8.4. 1H). 7.20 (d,7 = 2.8. lH).6.80(d,7=8.5, 1H). 6.69 (m. 2H). 
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5.79 (dd, J = 10.3. 3.2, 1H), 5.5 1 (d. J = 1 .2, 1H), 3.80 (s, 3H), 2.24 (d, J = 1 .0, 1 H). 1 .74 
(m, 1 H). 1 .5-1 .3 (m, 5H), 1 .27 (s. 3H). 1 . 1 8 (s, 3H), 0.84 (t, J = 7.5, 3H). 

EXAMPLE 227 

5 fR^.9-Fluom-1 2-dihvdro-7 2 4-5.tetram e thvl.5W-chromenof3.4-/lquinolinc (Compound 
? T7 . ^♦..n.dlnf Scheme XI where R'=H, R^fluoro, R=mefhy)) . 
This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 207 
(36 mg. 0.12 mmol) and 1 .4 M MeLi in ether (0.45 mL, 0.63 mmol) to afford 6 mg (16%) of 
Compound 327 as a clear oil. Data for Compound 327: !H NMR (400 MHz, acetone-do) 

10 7.46 (d, J = 8.4, 1H). 7.41 (dt, J = 10.0, 1.5. 1H), 6.84 (m, 2H), 6.80 (d, / = 8.5. 1H), 6.07 
(q, J = 6.5. 1H), 5.53 (d, J = 1 .4, 1H). 2.25 (d,J= 1.1, 3H), 1 .32 (d, J = 6.5. 3H), 1 .26 (s, 
3H). 1.20 (s.3H). 

EXAMPLE 228 

15 fJg/Sl-9-F)uoro-1 ^-dihvdro-l^ 4-trimeth vl-5»-chromenor3.4-flauino1ine (Compound 328, 
Picture 42 of Scheme XI. where Rl=R=H. R2=fluoro>. 

This compound was prepared in a manner similar to that described for Compound 202 
(EXAMPLE 102) from 9-nuon>-l,2-dihyd«>-5-hydroxy-2.2,4-trimethyl-5H-chromeno[3,4- 
/Jquinoline (EXAMPLE 223) (15 mg) to afford 14 mg (99%) of Compound 328 as a clear 
20 glass. Data for Compound 328: *H NMR (400 MHz, acetone-d6) 7.41 (d, J = 8.4, 1H), 
7.41 (dt,7= 10.0, 1.5. 1H). 6.84 (m,2H), 6.70 (d, 7 = 8.4, lH),5.49(d, J= 1.2, 1H).5.29 
(s. 2H), 2.11 (d,J= 1 .6, 3H), 1 .26 (s, 6H). 

EXAMPLE 229 

25 f/?/rv 1 .2-Dihvdm-9.metho«y-2.2.4-trime thvl-5W.chromenof 3.4-flquinoline (Compound 
stnirmif. 42 of Sc heme XT, when- R '=R=H. R2=mcthoxv). 
(f ^1_2-rahvdro-5-hydroxv-9- m rthnxv-2^^ 

fctnictum 46 of S^h^tm- XIV. wh »~ R 1=H R^^methoxvy This compound was prepared ir 
a manner similar to that of 9-chloro- 1 ,2-dihydro-5-hydroxy-2£,4-trinwthyl-S//- 
30 chromeno[3,4-/]quinoline (EXAMPLE 219) from Compound 314 (24 mg. 0.075 mmol) to 
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afford 15 mg (62%) of l,2-dihydro-5-hydroxy-9-methoxy-2^,4-trimethyl-5iy r - 
chromeno[3,4-/]quinoline as a white solid, which was used directly in the next step. 
(R/Sh 1 ,2-Dihvdro-0-methoxv-2.2.4-trimethvl-5//- chromenof 3.4-flouinoline f rnmp^mH 
329. structure 42 of Scheme XI. where Rl=R=H. R2=methr«v^ This compound was 
5 prepared in a manner similar to that described for Compound 202 (EXAMPLE 1 02) from 
l,2^ihydro-5-hydroxy-9-methoxy-2,2,4-miTO^ (15 mg) to 

afford 12 mg (98%) of Compound 329 as a clear glass. Data for Compound 329: *H NMR 
(400 MHz, acetone-d6) 7.41 (d, 7 = 8.3, 1H), 7.16 (d, 7 = 3.0, 1H), 6.81 (d, 7 = 8.6, 1H), 
6.68(m, 1H), 5.48 (d, 7=1.2, lH),5,23(s,2H).3.80(s,3H),2.10(d,7 = 1.2, 3H), 1.24 (s, 
10 6H). 

EXAMPLE 23n 

(#£)-) ,2-Pihvdro-? ,2.4,9-tetramethvl-5/y-chroT n enol3.4-/1qiiinoline fComnnnnri Tffl 
Structure 42 of Srh^e XI. where R'=R=H R^-thyi) 

15 This compound was prepared in a manner similar to Compound 229 (EXAMPLE 229) from 
Compound 316 (34 mg, 0. 1 1 mmol) to afford 1 6 mg (50%) of Compound 330 as a clear oil. 
Data for Compound 330: *H NMR (400 MHz, acetone-d6) 7.42 (m. 1H), 7.41 (d, 7 = 8.4, 
lH),6.90(m, 1H), 6.76 (d. 7=8.0, 1H), 6.64 (d.7= 8.4, H), 5.48 (s, 1H),5.41 (brs, 1H), 
5.25 (s. 2H), 2.30 (s, 3H). 2. 1 1 (d, 7 - 1 .4, 3H), 1 .24 (s, 6H). 

20 

EXAMPLE 231 

(ftff)-7-Chlpro-l ■2-dihvdro-2.2.4-trimethvl-Sf/-c hromenof3.4-r1ouinoline /Compound 3,31 
structure 93 of .Sch eme XXIV. where Rl=chloro. R 2 -6=H. R7-9 = methvn 
This compound was prepared in a manner similar to Compound 229 (EXAMPLE 229) from 
25 Compound 317 (20 mg, 0.061 mmol) to afford 1 1 mg (58%) of Compound 331 as a clear 
oil. Data for Compound 331: *H NMR (400 MHz, acetone-d6) 7.57 (dd, 7 = 7.9, 1.2, 1H), 
7.42(d,7 = 8.4, 1H), 7.18 (dd.7= 7.9, 1.2, 1H), 6.98 (t, 7= 7.9, 1H), 6.70 (d,7 = 8.4, 1H), 
5.56 (brs. 1H), 5.50 (d,7= 1.2, 1H), 5.40 (s, 2H), 2.14 (d, 7= 1.3, 3H). 1.25 (s. 6H). 
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EXAMPLE 232 

(fl/yi9-Chloro-l .2-dihvdro-2.2.4 S>tetramethvl-5/f-chromenor3.4./lQuinoline (Compound 
332 structure 42 of Schcmg XI. wh ere R*=K R^hloro. R=methvn 

5 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 209 
(40 mg, 0.123 mmol) and methyllithium (438 uJ, 0.614 mmol, 1.4 M in ether, Aldrich) to 
afford 8 mg (20%) of Compound 332 as an opaque oil. Data for Compound 332: *H NMR 
(400 MHz, acetone-d6) -7 65 (d,7 = 2 5, lh), 7.49 (d, J- 8.4, 1H), 7.08 (dd, J --8.5, 2.4, 
10 1H), 6 85 (d, J = 8 5, 1H), 6.70 (d, 7= 8.5, 1H), 6.09 (s, 1H), 5.52 (s, 1H), 2 25 (s, 3H), 
1 .32 (d, J = 6.5, 3H), 1 .26 (s, 3H), 1 .20 (s, 3H). 

EXAMPLE 233 

15 (/fr^5-(4-BromophenvlV9^hloiio-L2^ 

/louinoline (Compound 333. struc ture 42 of Scheme XL where R=4-bromophenvl. R 1= H. 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 209 
20 (40 mg, 0.123 mmol) and 1 ,4-dibromobenzene (203 mg, 0.859 mmol) to afford 1 1 mg 

(19%) of Compound 333 as a pale cream colored oil. Data for Compound 333: *H NMR 
(400 MHz, acetone-d6) 7.59 (d, J= 2.4, 1H), 7.58 (d, J= 6.3, 1H), 7.42 (d, J = 8.5, 2H), 
7.16 (d, J= 8.5, 2H), 6.94 (dd, 7- 8.2, 4.2, 1H), 6.92 (s,lH), 6.84 (o\ 7« 8.4, 1H), 6.77 (d, 
7= 8.4, 1H), 5.68 (or s, 1H), 5.48 (s, 1H), 1.98 (s, 3H), 1.27 (s, 3H), 1.24 (s, 3H). 

25 

EXAMPLE 234 

(/fr^9-Chloro-5-(3^hlorophe^ 

rtquinoline (Compound 334. stru cture 42 of Scheme XI. where R*=3-chlorophenvl R ] =H. 

30 R 2 =cn 
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This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 209 
(40 mg, 0.123 mmol) and 3-bromochlorobenzene (164 mg, 0.856 mmol) to afford 9 mg 
(17%) of Compound 334 as a pale yellow oil. Data for Compound 334: »H NMR (400 
MHz, acetone-d6) 7.61 (d, J= 2.3, 1H), 7 59 (d, 7= 9 0, 1H), 7.25 (m. 4H). 6.95 (m. 2H). 
6.85 (d, 7= 8.3, 1H), 6.83 (d, J= 7.3. 1H), 5.72 (br s, 1H), 5.50 (s. 1H), 2.00 (s. 3H), 1 .28 
(s, 3H), 1.26 (s,3H). 



EXAMPLE 235 

WyH?-Chlor0- 1 .2-dihydro-2 2.4-trimethvl-^3-methvlph < .nvlV5//-rhmm^»p a. 
/Iquinoline (Compound 335 structure At nf S c heme XI w h*re R^-m^hylphenvl Rl=H 
R 2 =CD "~" 



15 



20 



This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 209 
(20 mg, 0.061 mmol) and 3-bromotoluene (147 mg, 0.859 mmol) to afford 10 mg (41%) of 
Compound 335 as a pale white oil. Data for Compound 335. lH NMR (400 MHz, acetone- 
d 6 ) 7.59 (d, J = 2.4. 1H). 7.58 (d, J= 9. 1, 1H). 7.19 (m, 2H), 6.95 (m.3H). 6.83 (d, 7=85. 
1H). 6.78 (d, J= 8.5, 1H). 5.64 (br s, 1H). 5.81 (s, 1H), 2.20 (s. 3H), 2.05 (s, 3H). 1 27 (s 
3H). 1.24 (s,3H). 

EXAMPLE tt« 



(^^^hloro-^^hloro^-methYinrwnvlVl^wiihvdro-? ? 4 .trim«hvl.^K™ T ~,, n g 
flqWPQline (Compound 336 structure 42 of Scheme XT wh CT . P=4.. h | oro . 3 . mpthl> , h , 
25 Rl=H R2=rn 



This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 209 
(20 mg, 0.061 mmol) and 5-bromo-2-chlorotoluene (177 mg, 0.859 mmol) to afford 9 mg 
(34%) of Compound 336 as a cream colored oil. Data for Compound 336: »H NMR (400 
MHz, acetone^) 7.60 (d, J = 2.4, 1H). 7.57 (<LV- 8.5, 1H). 7.23 (m, 2H), 7.00 (m, 2H). 
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6.91 (s, 1H), 6.84 (d,7= 8 2. 1H), 6.79 (d,7= 8.5, 1H), 5.68 (br s, 1H), 5 48 (ds, 1H), 
2.23 (s, 3H), 199 (s, 3H). 1.27 (s, 3H), 1.25 (s, 3H). 

EXAMPLE 237 

5 

{fl/ yyM>lnro-1.2^i W Hr ^-H W ^ fl " om ^^ 

fl girinnline (Compound 337. stru cture 42 of Scheme XI. where R=3- 
( t rifl.mr»m e thvl ^henvl. R^H. R2=Cn 

1 0 This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 209 
(40 mg, 0 123 mmol) and 3-bromobenzotrifluoride (276 mg, 1.23 mmol) to afford 1 1 mg 
(20%) of Compound 337 as a cream colored oil. Data for Compound 337: l B NMR (400 
MHz. acetone-d 6 ) 7.61 (d. J= 2.3, 1H). 7.52 (m, 4H), 7.07 (s. 1H), 6.99 (dd. J = 8.5. 2.4, 
1H). 6.87 (d. J= 8.3, 1H), 6 84 (d, J« 8., 1H), 5.73 (br s, 1H). 5 51 (s, 1H). 2 01 (s, 3H), 

15 1.27 (s,6H). 

FX AMPLE 238 

f R AV9-Chloro-S-f 3 5-dichlorophenvl V 1 .2-dihvdro-2.2. 4-trimethvl-5 H-chromenor3 .4- 
20 rtquinoline (Compound 338 structure 42 of Scheme XL where R=3.5-dichlorophenY>. 
R 1 =H R2=Ch 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 209 
(40 mg, 0.123 mmol) and l.bromo-3,5-dichlorobenzene (277 mg. 1.23 mmol) using diethyl 
25 ether for the formation of the aryl lithium in the first step. The final step afforded 1 1 mg 
(20%) of Compound 338 as a pale yellow oQ. Data for Compound 338: *H NMR (400 
MHz. acetone-d6) 7.64 (d, 7= 2.3, 1H), 7.61 (d, J= 8.5, 1H), 7.32 (s, 1H). 7.20 (s,lH). 
7.19 (s, 1H), 7.03 (dd, J= 8.9, 2.4, 1H), 6.91 (s, 1H). 6.89 (d, J' 6.7. 1H), 6.88 (d, J= 6.7 
1H), 5.78 (br s, 1H). 5.53 (s, 1H), 2.03 (s, 3H). 1.28 (s, 3H), 1.27 (s. 3H). 

30 
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EXAMPLE 239 

(/tff)-9-Chloro-1 ■2-dihvdro-S-f4-methoxvphe nvlV2.2.4-trimethvl-5//^ r9 menof3 4- 
5 /lqwinoline (Compound 339. structure 42 of Scheme XI w here R= 4-m^hoxvphenvl 
R ] =H. R2=Cl\ 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 209 
(40_mg, 0. 123 mmol) and 4-bromoanisole (230 mg, l .23 mmol) to afford 1 1 mg (21%) of 
10 Compound 339 as a pale yellow oil. Data for Compound 339: l B NMR (400 MHz, 

acetone-de) 7.59 (d, J= 2.5, 1H), 7.56 (d, J= 8.5, 1H), 7.1 1 (d, J= 8 7, 2H). 6.94 (dd. ./ = 
8.5, 2.4, 1H), 6.89 (s, 1H), 6.82 (d. J= 8.5, 1H), 6.75 (m, 3H), 5.61 (br s, 1H), 5.45 (s, 1H), 
3.69 (s. 3H). 1.99 (s, 3H), 1.26 (s, 3H), 1.23 (s, 3H). 

15 EXAMPLE 240 

(/t^9<hloro-5-f3-flnoro^-rnethoxvnh e nvlVl 2^ h y dro-2.2 4-trim*th v |.<;f/. 
phromenpr3 4-flouinoline (Comnound 340 struct ure 42 of Scheme XI where R=3-flnorn- 
4-methoxvphenyl, R l=H R2=r;n 

20 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 209 
(20 mg, 0.061 mmol) and 4-bromo-2-fluoroanisole (88 mg, 0.429 mmol) to afford 8 mg 
(29%) of Compound 340 as a pale yellow oil. Data for Compound 340: 1 H NMR (400 
MHz, acetone-d6) 7.60 (d, J= 2.4, 1H), 7.58 (d, J= 8.5, 1H), 7.02 (dd, J = 10.2. 2.4, 1H), 
25 6.97 (dd, J= 8.5, 2.3. 1H). 6.94 (d, J = 8.S, 1H), 6.90 (s, 1H), 6.89 (m, 1H), 6.84 (d, J= 

8.5, 1H), 6.79 (d, J = 8.5, 1H), 5.68 (br s, 1H), 5.48 (s, 1H), 3.79 (s. 3H), 2.00 (s, 3H). 1 .27 
(s,3H), 1.24 (s,3H). 
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EXAMPLE 241 

(/Z^-9>ChlonvS>(4>fluoTODhenvl V 1 ^-dihvdro-2.2.4-trimethvl-5//H:htx>nienQr3 .4^ 
/Iquinolinef Compou nd 341. structure 42 of Scheme XI, where R=4-f1uorophenvl. R*=H. 

5 This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 209 
(40 mg, 0.123 mmoi) and 4-fluoropheny] magnesium bromide (I ml, 1 .03 mmol, 1 M, 
Aldrich) to afford 1 1 mg (22%) of Compound 341 as a pale yellow oil. Data for Compound 
341 :lHNMR (400 MHz, acetone-d6) 7.60 (d,7= 2.4, 1H), 7.58 (d, J = 7.3, lH),7.24(m, 
2H), 6.96 (m, 4H), 6.84 (d, J = 8.3, 1 H), 5.67 (br s, 1 H), 5.48 (s, 1H), 1 .98 (s, 3H), 1.26 (s, 
10 3H), 1.24 (s,3H). 

EXAMPLE 242 

(/g/^9-Chloro-5-G^hloro^-methox 

chrornenor3.4-flquinoline (Compound 342. structure 42 of Scheme XI, where R=3-chloro- 

15 4-methoxv-5-methv]phenvL R^R R 2 =CH 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 209 
(40 mg, 0. 1 23 mmol) and 4-bromo-2-chloro-5 -methyl anisole (181 mg, 0.770 mmol) to 
afford 12 mg (21 %) of Compound 342 as a pale yellow oil. Data for Compound 342: *H 
NMR (400 MHz, acetone-d6) 7.61 (d, J = 2.4, 1H), 7.58 (d, J = 8.4, 1H), 7.03 (m, 1H), 

20 6.99 (dd, 7= 8.5, 2.4, 2H), 6.91 (s, 1H), 6.84 (dd, 7= 8.3, 3.8,2H). 5.69 (br s, lH),5.49(s, 
1H), 3.70 (s, 3H), 2.18 (s, 3H), 2.01 (s, 3H), 1.27 (s, 3H), 1.26 (s, 3H). 

EXAMPLE 24? 

f/6^9>Chlon>5-(4-fluoro-3-methvlphenvl V 1 ^-dihydro-2.2.4~trimethvN5^chromenor3.4" 
25 flgutnoline (Compound 343. structure 42 of Scheme XL where R=4-fluoro-3-methvlphcnvl. 
Rl=H. R2=cn 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 209 
(40 mg, 0.123 mmol) and 4-fhioro-3-phenyl magnesium bromide (1 ml, 1.026 mmol, 1M, 
Aldrich) to afford 8 mg (16%) of Compound 343 as a pale yellow oil. Data for Compound 
30 343: *H NMR (400 MHz, acetone-d6) 7.59 (d, 7= 2.6, 1H), 7.57 (d, 7 = 8.6, 1H), 7.12 (d, 7 
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= 8.1. lH),6.99(m, 1H), 6.96 (dd, 7 - 8.2, 2.4, lH),6.90(m, lH),6.84(d,7 = 8.3, 1H). 
6.77 (d, 7 = 8.5, 1H). 5.68 (br s, 1H), 5.48 (s, 1H).2.I4(s, 3H), 1.25 (s.3H), 1.24 (s.3H). 

EXAMPLE 244 

5 f/y^-Chlctro-S-fS-fluoroDhenvlVl^^ihvdro-g^^-t rimethvl-Sff-chromenof^^. 

flquinoline (Compound 344. structure 42 of Sche me XI. where R=3-flimmnh ffnv l R 1 = H 

R 2 =cn 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 209 
(40 mg, 0.123 mmol) and 1 -bromo-3-fluorobenzene (150 mg, 0.860 mmol) to afford 11 mg 
10 (22%)ofCompound344asapaieyellowoil. Data for Compound 344: *H NMR (400 
MHz, acetone-d6) 7.61 (d, 7 = 2.4, 1H).7.59 (d, 7 = 8.4, 1H), 7.29 (m, 1H), 7.04 (d, 7= 7.9. 
1H), 6.97 (m, 4H), 6.85 (d, 7 = 8.5, 1H), 6.80 (d, 7= 8.5, 1H). 5.7 (br s, 1H). 5.50 (s, 1H), 
2.01 (s, 3H). 1.27 (s, 3H), 1.25 (s, 3H). 

15 EXAMPLE 245 

(/yS)-l,2-Dihvdro-2.? 4-trimethvl-5-rf3.4-methvl e nerim x v)i>henvn.5W-chromenor3 41. 
ftuinoline fComnonnd 345. stmcmre 32 of Schem e IX. where R=3 4- 
(methvlenedin xvtDhenvl 

This compound was prepared by the General Procedure 5 (EXAMPLE 60) from 4-bromo- 
20 I,2-(methylenedioxy)benzene (201 mg, 1.0 mmol) and Compound 159 (15 mg, 0.05 mmol) 
to afford 1.5 mg (8%) of Compound 345 as a colorless oil. Data for Compound 345: *H 
NMR (400 MHz, acetone-d6) 7.60 (d, 7 = 7.6, 1 H), 7.55 (d. 7 = 8.4, 1 H), 6.98 (t, 7 = 7.6, 1 
H), 6.88-6.60 (m, 6 H), 5.98 (s, 1 H), 5.91 (s, 2 H), 5.5 1 (bs, 1 H), 5.46 (s. 1 H). 2.02 (s. 3 
H), 1.25 (s, 3 H), 1.23 (s,3H). 

25 

EXAMPLE 246 

f/yS>-5.(4.Caioi^3-methvlphenvn-l^^ 4J. 
foujpoline (Compound 346. structure 32 of Schem e IX. where R=4-chlom-3-methvlnhenvn 
This compound was prepared by the General Method 5 (EXAMPLE 60) from 5-bromo-2- 
30 chlorotoluene (206 mg, 1 .0 mmol) and Compound 159 (10 mg, 0.03 mmol) to afford 8.0 mg 
(67%) of Compound 346 as a colorless oil. Data for Compound 346: *H NMR (400 MHz. 
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acetone-d6) 7.60 (d, J = 7.6, 1 H), 7.55 (d, 7= 8.4, 1 H), 7.23-7.19 (m, 2 H), 7.01 (d, 7= 9.9, 
1 H), 6.97 (d, 7.7, 1 H), 6.89 (s, 1 H), 6.88-6.81 (m, 2 H), 6.78 (d, / = 8.0, 1 H), 5.55 (bs, 
1 H), 5.48 (s, 1 H), 2.22 (s, 3 H), 2.00 (s t 3 H), 1.26 (s, 3 H), 1 .24 (s, 3 H). 

5 EXAMPLE 247 

fja^5-(4-Bromc-3- pvridvtt- 1 .2.3.4-tetrahvdro-2.2-diTnethvM~meth vlidene-5//- 
chromenor3.4-flquinoline (Compound 347. structure 33 of Scheme IX. where R=4-bromo 
3-pvridvn. 

- This compound ( 1 .8 mg, 3%) was obtained as a colorless oil along with Compound 197 as 
10 described above (EXAMPLE 97). Data for Compound 347: *H NMR (400 MHz, CDCI3) 
8.22 (d, J m 5.2, I H). 7.56-7.49 (m, 2 H), 7.34 (s, 1 H), 7. 1 2 (d, J = 6.5, 1 H), 7.03 (td, J = 
7.4, 1 .3, 1 H), 6.92 (td, J = 7.4, 1.3, 1 H), 6.86 (d, J = 7.5, 1 H), 6.61 (d, J = 8.2, 1 H), 6.58 
(s, 1 H), 4.98 (s, 1 H), 4J52 (s, 1 H), 2.43 (d, J = 14.5, 1 H), 2.22 (d, J = 14.5, 1 H), 1 .34 (s, 
3H), 1.17 (s, 3 H). 

15 

EXAMPLE 248 

(/yS)-5-(3.5-Piflu6roohenvlM.2^^ 

(Compound 348. structure 32 of Scheme IX. where R=33-dtfluorophenvn 
This compound was prepared by the General Method 5 (EXAMPLE 60) from l-bromo-3,5- 
20 difluorobenzene (193 mg, 1.0 mmol) and Compound 159 (20 mg, 0.07 mmol) to afford 14 
mg<53%) of Compound 348 as a colorless oil. Data for Compound 348: *H NMR (400 
MHz, acetone-d6) 7.63 (d, J = 7.6, 1 H), 7.58 (d, J = 8.4, 1 H), 7.03 (t, J = 7.7, 1 H), 6.95 (s, 
1 H), 6.94-6.83 (m. 6 H), 5.62 (bs, 1 H), 5.1 1 (s, 1 H), 2.04 (s, 3 H), 1.27 (s, 3 H), 1.26 (s, 3 
H). 

25 

E^ANff^?49 

f/ySV5-(3.5-DichlorophenvlV1.2-dihv^ 

(Compound 349. structure 32 of Scheme IX. where R=3.5-dichlorophenvn 
This compound was prepared by the General Method 5 (EXAMPLE 60) from l-bromo-3,5- 
30 dichlorobenzene (226 mg, 1 .0 mmol) and Compound 159 ( 1 5 mg, 0.05 mmol) to afford 20 
mg (95%) of Compound 349 as a colorless oil. Data for Compound 349: IR (neat) 3350, 
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2940, 1690, 1590, 1480, 1070; *H NMR (400 MHz, acetone-do) 7.63 (d, J = 7.7, 1 H), 7.58 
(d, J = 8.4, 1 H), 7.29 (t. J = 1 .9, 1 H). 7.20 (d, J = 1 .9, 2 H). 7.03 (t. / = 7.7. 1 H). 6.97 (s, 1 
H). 6.93-6.85 (m, 3 H), 5.63 (bs, 1 H), 5.53 (s, 1 H). 2.04 (s. 3 H). 1.28 (s, 3 H), 1.27 (s. 3 
H); 13 CNMR(100MHz,acetone-d6) >51.0. 147.3, 145.7, 135.5, 135.1, 135.0, 129.0, 
5 128.8. 128.6, 128.4, 127.8. 125.3, 124.6, 123.2, 123.0, 120.3. 1 19.7. 1 18.3, 1 16.4, 1 16.3, 
74.9,51.2,24.0. 

EXAMPLE 250 

(/y^5-f3-Bmmr^5-methvlDhenvl>-l^-dihv d ro-2.2.4-trimethvl-5//-rhTOmeiwr3.4- 
10 flQuinoline (Compound 350. structure 32 of Scheme IX. where R=3-hrnmn-<i- 
methvlDhenvh 

This compound was prepared by the General Method 5 (EXAMPLE 60) from 3.5- 
dibromotoluene (250 mg. 1.0 mmol) and Compound 159 (10 mg, 0.03 mmol) to afford 6.1 
mg (46%) of Compound 350 as a colorless oil. Data for Compound 350: *H NMR (400 
15 MHz, acetone-d 6 ) 7.61 (d./=7.7,l H), 7.56 (d, J = 8.4, I H).7.17(s, 1 H), 7.14 (s. 1 H). 
7.10 (s. 1 H). 7.01 (t, 7= 7.7, 1 H), 6.91 (s. 1 H), 6.90-6.82 (m, 3 H), 5.58 (bs, 1 H), 5.50 (s, 
1 H), 2.21 (s, 3 H), 2.02 (s. 3 H). 1 .27 (s, 3 H), 1.26 (s. 3 H). 



EXAMPLE 2S1 

20 W-y)-5-(3-Promo-5-fluorophenvl V 1 -2 - dihvdro-2.2.4-trimethvl-5tf-chromennf 3 4- 

flqujnoline fCpmponnrt 351, structure 32 of Scheme IV where R=3-hmmo-S-fluomnh*nvn 
This compound was prepared by the Genera] Method 5 (EXAMPLE 60) from 1 ,3-dibromo- 
5-fluorobenzene (254 mg. 1.0 mmol) and Compound 159 (10 mg, 0.03 mmol) to afford 6.2 
mg (46%) of Compound 351 as a white powder, along with 0.7 mg (5%) of Compound 352 

25 (EXAMPLE 252). Data for Compound 351: mp 82-84 °C; IR (neat) 3367, 1 699, 1 595, 
1581. 1469, 1435. 1251; *H NMR (400 MHz, acetone-d6) 7.63 (d. J = 7.7. 1 H), 7.58 (d, J 
= 8.4, 1 H), 7.23 (d. J = 5.2, 1 H), 7.20 (s, 1 H), 7.08-7.02 (m, 2 H), 6.97 (s. 1 H), 6.94-6.85 
(m, 3 H). 5.64 (bs. I H). 5.53 (s. 1 H). 2.04 (s. 3 H). 1.28 (s, 3 H), 1.27 (s, 3 H); « C NMR 
(100MHz.acetone-d6) » 63.4 (d, J =250 Hz), 151.1, 147.3, 146.4 (d. /= 7.0 Hz), 135.0. 

30 129.1. 128.8, 128.4. 128.3, 125.3, 124.6, 123.2, 123.0. 122.9, 120.4, 1 19.7. 1 19.2 (d,J = 
24.8 Hz). 1 18.3, 1 16.4, 1 15.2 (d, / = 22.2 Hz). 74.9. 51.2. 29.4, 24.0. 
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EXAMPLE 252 

(R/S)-5-( 3-Bromo-5-f1uorophenvl V 1 J23.4-tetrahvdix>>2^-ciiinethvl-4-rnethvlidene^f/- 
chromenor3.4-flQuinoline (Compound 352. structure 33 of Scheme IX. w here R=3-bromo- 
S-fluorophenyn 

5 The compound (0.7 mg, 5%) was obtained along with Compund 351 as described above 
(EXAMPLE 251 ) as a colorless oil. Data for Compound 352: *H NMR (400 MHz, 
CDCI3) 7.54 (d, J = 7.7, 1 H), 7.5 1 (d, J = 8.4, 1 H), 7.24 (d, J = 5.5, 1 H), 7.06-6.84 (m, 5 
H), 6.60 (d, J = 8.4, 1 H), 6.57 (s, I H), 4.96 (s, 1 H), 4.56 (s. 1 H), 4.01 (bs, 1 H), 2.42 (d, J 
= 12.3, 1 H),2.21(d,/ = 12.3, 1 H), 1.34 (s, 3 H), 1.15 (s, 3 H). 

10 

EXAMPLE 253 

(/g/y>-5~r4-Fluoro-3-(trifluoromethvnphenvn> 1 .2-dihvdit>-2.2.4-trimethvl-5/y- 
chromenor3.4-flauinoline (Compound 353. structure 32 of Scheme IX. where R=4-fluoro- 
3-(trifluoromethvnphenvn 
15 This compound was prepared by the General Method 5 (EXAMPLE 60) from 5-bromo-2- 
fluorobenzotrifluoride (243 mg, 1 .0 mmol) and Compound 159 (10 mg, 0.03 mmol) to 
afford 3.5 mg (27%) of Compound 353 as a colorless oil. Data for Compound 353: *H 
NMR (400 MHz, acetone-d6) 7.62 (d, / = 7.7, 1 H), 7.61-7.53 (m, 3 H), 7.27 (t, J = 7.7, 1 
H), 7.04-6.82 (m, 5 H), 5.62 (bs, 1 H), 5.51 (s, 1 H), 2.02 (s, 3 H), 1.26 (s, 6 H). 

20 

EXAMPLE 254 

(/frSV-9-Fluoro- 1 ^dihvdro-2^,4-trimethv1-5>(3-methv1phenylV5//-chromenor3.4- 
flquinoline (Compound 354. structure 42 of Scheme XI. where R=3-methvlphenvL R*=H. 

25 This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 207 
(31 mg, 0.10 mmol) and 3-bromotoluene (90 mL, 0.74 mmol) to afford 18 mg (46%) of 
Compound 354 as a colorless glass. Data for Compound 354: *H NMR (400 MHz, 
acetone-d6) 7.53 (d, J = 8.5, 1H), 7.33 (dd, J = 9.9, 2.9, 1H), 7.08 (m, 2H), 6.98 (d, J = 6.7, 
2H), 6.89 (s, 1H), 6.83 (d, J = 8.5, 1H), 6.75 (m, 2H). 5.48 (s, 1H), 2.20 (s, 3H), 1 .99 (s, 

30 3H), 1 .27 (s, 3H), 1 .25 (s, 3H). 
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EXAMPLE 255 

(^-U-Pihva>T>-9-methox 

flquinoljne (Compound 35S. structure 42 of S cheme XI. where R=3-methy) P henvL R<=H 
R^methoxv^ 

5 This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 314 
(32 mg, 0. 10 mmol) and 3-bromotoluene (90 mL, 0.74 mmoJ) to afford 1 0 mg (25%) of 
Compound 355 as a colorless glass. Data for Compound 355: *H NMR (400 MHz, 
acetone-d6) 7.53 (d, 7 = 8.5, 1 H), 7. 1 3 (d, 7 = 2.8, 1 H), 7.08 (m, 2H), 6.99 (m, 2H), 6.83 (d, 
7 = 6.0, 1H), 6.80 (s, 1H), 6.70 (d, 7 = 8.7, 1H), 6.55 (dd. 7 = 8.7, 2.8, 1H), 5.46 (d, 7 = 1 .2, 
10 1H), 3.72 (s, 3H), 2.24 (s, 3H), 1 .98 (s, 3H), 1 .26 (s, 3H), 1 .24 (s, 3H). 

EXAMPLE 256 

(/^- 9-Fluop>5>(3-fluoro-4-methoxvphenvl V 1 .2^ihvdro-2.2.4-trimethvl-5f/- 
chromenor3.4-flQuinoline (Co mpound 356. structure 42 of Scheme XI. where R=3-fluorr>- 
15 4-methoxyphenvl. R*=H. R 2 =F^ 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 207 
(41 mg, 0.12 mmol) and 4-bromo-3-fluoroanisoIe (0.13 mL, 1.0 mmol) to afford 1 1 mg 
(20%) of Compound 356 as a yellow oil. Data for Compound 356: *H NMR (400 MHz, 
acetone-d6) 7.55 (d, 7 = 8.5, 1H), 7.35 (dd, 7 = 10.0, 2.8, 1H), 7.01 (dd, 7 = 12.5, 1 .9, 1H), 
20 6.95(t,7=6.9, 1 H), 6.87 (m,3H), 6.74 (m,2H), 5.48 (d,y= 1.2, 1H), 3.79 (s, 3H), 1.97 (s, 
3H), 1.27 (s,3H), 1.24 (s, 3H). 

EXAMPLE 257 

(/^9-FluQro-L2^ihvdro-2.2.^ 
25 chromenof3.4-r1quinolin e (Compound 357. structure 42 of Scheme XI. where R=3- 
(trifluoromethvl^phft nvl. R^H. r2=r 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 207 
(40 mg, 0.12 mmol) and 3-bromobenzotrifluoride (0.14 mL, 1.0 mmol) to afford 1 1 mg 
(20%) of Compound 357 as a yellow oil. Data for Compound 357: *H NMR (400 MHz, 
30 acetone-d6) 7.54 (o\ 7=8.5, 1H), 7.35 (dd, 7= 9.9,2.9, lH),7.10(m, 2H), 6.98 (d,7 = 6.7, 
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2H),6.89(s, 1H), 6.85 (d, 7=8.5, 1H), 6.75 (m, 2H). 5.48 (s, 1H), 1.99 (s.3H), 1.27 (s, 
3H), 1.25 (s,3H). 

FXAMPLE 258 

5 f g/^Q.Fl un ro.S-fA-fl».™-3-me ^ 

flminalias fr™«r«nnd 3S8 , ctn,rn.m 42 of Scheme XI. where R^flnoro^-methylphenYl, 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 207 
(38 mg, 0.12 mmol) and 1.0 M 4-fluoro-3-methylphenyl magnesium chloride in THF 
10 (Aldrich) to afford 25 mg (51%) of Compound 358 as a yellow oil. Data for Compound 
358: lH NMR (400 MHz, acetone-d6) 7.54 (d. J = 8.4, 1H), 7.34 (dd, J = 10.0, 2.8, 1H), 
7.14 (m, 1H). 7.00 (m, 1H), 6.91 (d, J = 9.6, 1H). 6.88 (s. 1H), 6.83 (d, J = 8.4, 1H), 6.79- 
6.68 (m. 2H), 5.48 (s. 1H). 2.1 3 (s, 3H), 1 .99 (s. 3H), 1 .27 (s, 3H), 1 .24 (s. 3H). 



15 F.XAMPLE 259 

f7 >5-f? A-niflnomhenzvM^nP^-l .l^ihM ^ 2 ^ 4-tTiTnethvl^ff-chromenof3.4-nquinotine 

r » m h ug ^ 4S of Scheme Xffl, wh er* R 1=R2=H, R3=2/Mifluorophenvl) 

This compound was prepared by General Method 6 (EXAMPLE 1 19) from 2,4- 
difluorobenzyl bromide (0.27 ml. 2.10 mmol) and compound 159 (20 mg. 0.07 mmol) to 

20 afford 1 6 mg (56%) of Compound 359 as a yellow oil. Data for Compound 359: Rf=0.44 
(silica gel, 25% EtOAc:hex); *H NMR (400 MHz, acetone-d6) 8.43 (m, 1H), 7.86 (d, J = 
8.5, 1 H), 7.67 (d, J = 8.5, 1 H). 7.20 (m, 2 H), 7.1 1 to 7.03 (m, 3 H). 6.86 (d, J = 8.5, 1 H). 
5.88 (s. 1 H). 5.55 (s, 1 H), 2.1 1 (s, 3 H), 1.29 (brs. 6 H). 



25 FYAMPLE 260 

^^.p^ ^^nzvHdeneV l 7 - dihvdrp-22.44 T imetl 1 Y>-5^h ro menof3,4->qvinQline 
i&WSSWim aiBgBBLiLgt Scheme Xm whereRM^H F3 g ^if| U orophenvl) 
This compound was prepared by General Method 6 (EXAMPLE 1 19) from 3,4- 
difluorobenzyl bromide (0.27 ml, 2.10 mmol) and Compound 159 (20 mg. 0.07 mmol) to 
30 afford 20 mg (70%) of Compound 360 as a yellow oil. Data for Compound 360: Rf=0.44 
(silica gel, 25% EtOAc:hex): *H NMR (400 MHz. acetone-d6) 7.83 (m. 2 H), 7.66 (d. J = 



WO 96/19458 



PCT/US95/16096 



241 

8.5, 1 H), 7.55 (m, 1 H), 7.31 (m, 1 H), 7.24 (m, 2 H), 7.10 (m, 1 H), 6.85 (d, J = 8.5, 1 H), 
5.67 (s, 1 H). 5.55 (s, 1 H), 2.08 (s. 3 H), 1.28 (brs, 6 H). 

F.XAMPLE 261 

5 rZt-S^Fluo ro b e.nrvliden e yi.2.3.4-te^ 

fl ^iinnline (Compound 361 structure x v of Scheme XXX. where R^R^H. R3=3- 
difluorophenvn 

A solution of Compound 159 (20 mg. 0,07 mmol) in EtOAc (10 ml) was stirred over 10% 
Pd/C (5 mg) at rt under an atmosphere of H2 (1 atm) for 15 h. The reaction mixture was 

10 filtered then concentrated in vacuo to afford 14 mg (70%) of the l,2,3,4-teirahydro-2,2,4- 
trimethyl-J//-coumarino[3,4-e]quinoline as a yellow solid. According to General Method 6 
(EXAMPLE 119), from 3-fluorobenzyl chloride (0.17 ml, 1.40 mmol) and 1,2^,4- 
tetrahydro-2A4-trimethyl-5//-coumarinol3,4-c]quinoline ( 14 mg, 0.05 mmol) was obtained 
8.6 mg (46%) of Compound 361 as a yellow solid. Data for Compound 361: Rf=0.38 

15 (silica gel, 25% EtOAc.hex); *H NMR (400 MHz, acetone-do) 7.82 (d, J = 8.5, 1 H), 6.69 
(m, 1 H), 7.62 (d. / = 8.5, 1 H), 7.58 (d. J = 8.5, 1 H), 7.40 (m, 1 H), 7.22 (m. 2 H), 7.08 (m, 
1 H). 6.97 (m. 1 H). 6.74 (d. J = 8.5, 1 H), 6.24 (s, 1 H). 5.30 (brs, 1 H). 3.76 (m, 1 H). 1 .97 
(m, 1 H), 1.55 (m. 1 H), 1.40 (d, J = 6.6, 3 H), 1.30 (s. 3 H), 1.26 (s, 3 H). 

20 EXAMPLE 262 

f7 )-iWl.SJXniKOTbep*vliitenel 

(rnmponnrf 362. structure 4S of Scheme X T1I where R>=r2=H. R3=2.6^ifhiQrPPhen Y l) 
This compound was prepared by General Method 6 (EXAMPLE 1 19) from a-bromo-2,3- 
difluorotoluene (0.43 g. 2.1 mmol) and Compound 159 (20 mg, 0.07 mmol) to afford 4.4 
25 mg (16%) of Compound 362 as a yellow oil. Date for Compound 362: Rf=0.45 (silica gel, 
25% EtOAcrhex); *H NMR (400 MHz. acetone-d6) 7.83(d, J = 8.5, 1 H). 7.68 (d, J = 8.5. 
1 H). 7.35 (m. 1 H), 7.15 (m, 1 H). 7.04 (m. 3 H), 6.90 (d, J = 8.5 H, 1 H), 6.87 (d. J = 8.5, 1 
H), 5.61 (s. 1 H). 5.57 (s, 1 H). 2.23 (s, 3 H). 1.32 (brs, 6 H). 
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EXAMPlfE263 

(Z\- 1 ^.♦Dihvdro-5^2-niethv]benz vlidene V2.2^trimethvl-5ff-chromenof 3^nquino]ine 
(Compound 363. structure 45 of Scheme XIII. where R*=r2=H. R3=2-methvlphenvn 
This compound was prepared by General Method 6 (EXAMPLE 1 19) from a-chloro-o- 
5 xylene (0.20 ml, 1 .6 mmol) and Compound 159 (15 mg, 0.05 mmol) to afford 15 mg (76%) 
of Compound 363 as a yellow oil. Data for Compound 363: Rf=0.45 (silica gel, 25% 
EtOAcihex); *H NMR (400 MHz, acetone-d6) 8.22(d, / = 8.5, 1 H), 7.82 (d, J= 8.5, 1 H), 
7.64 (d, J = 8.5, 1 H), 7.26 to 7.04 (m, 6 H), 6.83 (d, J = 8.5, 1 H), 5.94 (s, 1 H), 5.54 (s, 1 
H), 2.28 (s, 3 H), 2.15 (s, 3 H), 1.25 (brs, 6 H). 



(Z)- 1 .2.-Dihvdro-5-(2.4.6-trimethvlben 

fquinoline (Compound 364. structure 45 of Scheme XIII. where R*=r2=H. r3=2.4.6- 

tnmethyiph^nyn 

15 This compound was prepared by General Method 6 (EXAMPLE 1 1 9) from a- 

chloroisodurene (0.50 g, 3.0 mmol) and Compound 159 (30 mg, 0. 10 mmol) to afford 20 
mg (50%) of Compound 364 as a yellow oil. Data for Compound 364: Rf=0.40 (silica gel, 
25% EtOAc:hex); *H NMR (400 MHz, CDCI3) 7.65 (d, 7= 8.5, 1 H), 7.51 (d, J= 8.5, 1 
H), 7. 1 5 (t, J = 8.5, 1 H), 6.93 (t, J = 8.5, 1 H), 6.88 (s, 2 H), 6.80 (d, J = 8.5, 1 H), 6.65 (d, 

20 J= 83, 1 H), 5.69 (s, 1 H), 5.50 (s, 1 H), 3.73 (brs, 1 H), 2.28 (s. 6 H), 2.26 (s, 3 H), 2.16 (s, 
3H). 1.45 (brs, 6 H). 



(ZW9-Oiloro-5-(2.5^ffluorobenz^life^ 
25 flquinoline (Compound 365. structure 45 of Scheme XIII. where R*=H. R^=CK R 3 =2.5- 
difluorophenvn 

This compound was prepared by General Method 6 (EXAMPLE 1 19) from Compound 209 
(40 mg, 0.123 mmol) and a-bromo-2,5-difluorotoluene (414 mg, 2.0 mmol) to afford 10 mg 
(19%) of Compound 365 as a yellow oil. Data for Compound 365: *H NMR (400 MHz, 
30 acetone-d6) 8.05 (m, 1H). 7.87 (s,lH), 7.72 (d, J = 8.5, 1H), 7.26 (m, 1H), 7.19 (m, 1H), 
7.06 (m, 1H), 6.90 (d, J = 8.5, 1H), 5.94 (s, 1H), 5.57 (s, 1H), 2.1 1 (s, 3H)» 132 (br s, 6H). 



EXAMPLE 264 



EXAMPLE 265 
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EXAMPLE 266 

(^5-BenzyHdene-9^hloro-1.2slihvdro^ 

(Cpmpour»d 366. Structure 4S of Schema Xtn. where ft 1=H . r2 =C i rS^ ,,^ 
This compound was prepared by General Method 6 (EXAMPLE 1 19) from Compound 209 
(40 mg, 0.123 mmol) and benzyl magnesium chloride (614 nL. 0.614 mmol, 1M, Aldrich) 
to afford 1 0 mg (20%) of Compound 366 as a yellow oil. Date for Compound 366: *H 
NMR (400 MHz, acetone-d 6 ) 7.83 (d. 7 =23, 1H). 7.81 (m, 2H), 7.67 (d, 7= 8.4, 1H), 7.39 
(m,2H).7.21 (m, 3H), 6.84 (d,7 = 8.5, 1H), 5.71 (s, 1H), 2.10(s, 3H), 1.34 (br s, 6H). 

EXAMPLE 267 

(^-9^hlPrP-1.2Klihvdro-2:2.4-tri^^ 

flquinpHne (Compound 367. structure 4S n f Scheme XIII where Rl=H R^] R 3 =9 . 
methvlnhenv^ 

This compound was prepared by General Method 6 (EXAMPLE 1 19) from Compound 209 
(50 mg. 0.154 mmol) and ct-chloro-o-xylene (345 mg. 2.46 mmol) to afford 14 mg (22%) of 
Compound 366 as a yellow oil. Data for Compound 366: lH NMR (400 MHz, acetone^e) 
7.85(47 = 2.5, lH).7.66(d,7=8.S, 1H), 7.17 (m. 2H), 7.1 1 (m, 2H), 6.80(d,7 = 8.5, 2H), 
6.55 (s. IH). 5.73 (s, 1H),4.98 (s. 1H), 2.19 (s, 3H). 1.29 (br s. 3H), 1 .21 (s, 3H). 

EXAMPLE Tat 
(Z)-5-Benzylidene-9<h1oro-1.2^i^ 

(Compound 368. stmcture 95 of Schema YYVI where R I'2=r4-6 = r9 = h R7 =R 8 =m< . fhY i 

R 10 =phepyl) 

This compound was prepared by General Method 6 (EXAMPLE 1 19) from Compound 313 
(25 mg, 0.080 mmol) and benzyl magnesium chloride (0.802 mL. 0.802 mmol, 1 M solution 
in ether, Aldrich) to afford 5 mg (16%) of Compound 368 as a yellow oil. Data for 
Compound 368: *H NMR (400 MHz, acetone-d6) 7.86 (d, 7= 7.1, IH). 7.79 (d, 7 = 2.2, 
IH), 7.63 (d, 7 = 8.5, IH). 7.40 (m. 2H), 7.20 (m, 4H). 6.89 (d, 7 = 8.6, IH), 6.78 (d, 7 = 8.4, 
IH), 5.99 (s, IH). 5.70 (d,7= 8.3. IH), 1.37 (s,6H). 
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EXAMPLE 269 

(Z^.9.Chlon>5^2>fluorobenzvlideneV 1 .2-dihvdro-2.2>4>trimethvl->Sff-chromenor3.4> 
/louinoline (Compoun d 369. structure 45 of Scheme XIII. where Rl=H. r2=CL R3=2- 
5 fluorophenvH 

This compound was prepared by Genera] Method 6 (EXAMPLE 1 19) from Compound 209 
(40 mg, 0.123 mmoi) and 2-fluorobenzylbromide (160 mg, 0.860 mmol) to afford 9 mg 
(18%) of Compound 369 as a yellow oil. Data for Compound 369: *H NMR (400 MHz, 
acetone-d6) 8.32 (m, 1H), 7.84 (d, J = 1.7, 1H), 7.69 (d, J = 8:5, 1H), 7.26 (m, 2H), 7.20 (d, 
10 J = 3.0, 1H), 7.18 (m, 2H), 6.87 (d, 7 = 8.5, 1H), 5.97 (s, 1H), 5.57 (s, 1H), 2.1 1 (s, 3H), 
1.33 (br s,6H). 

EXAMP^27Q 

(ZV9-Ch1oro-5-(3-f1uorobenzylideneV1.2-dih^ 
15 flquinoHne (Compound 370. structure 45 of Scheme XIII. where R ] =H. R 2 =C1. R 3 =3- 
fluorophepYl) 

This compound was prepared by General Method 6 (EXAMPLE 1 19) from Compound 209 
(38 mg, 0.12 mmol) and 3-fluorobenzyl chloride (0.23 mL, 1 .9 mmol) to afford 20 mg 
(42%) of Compound 370 as a yellow oil. Data for Compound 370: *H NMR (400 MHz, 
20 acetone-d6) 7.85 (d, J = 2.3, 1H), 7.69 (d, J = 8.5, 1H), 7.66 (m, 1H), 7.52 (d, J = 7.7, 1H), 
7.41 (m, 1H), 7.25 (m, 2H), 7.01 (m, 1H), 6.87 (d, J = 8.4, 1H), 5.73 (s, 1H), 5.57 (d, J = 
1.2, 1H), 1.45-1.35 (br d, 6H). The C(4) methyl is obscured by the acetone multiplet. 

EXAMPLE 271 

25 (EyZl5-Benz vlidenc-9~fluo ro-l^^ 

(Compound ?71, structure 4g of Scheme SBL where R ] =Hi R^F, R3=pherryl) 
This compound was prepared by General Method 6 (EXAMPLE 1 19) from Compound 207 
(79 mg, 0.25 mmol) and 1.0 M benzylmagnesium chloride in Et20 (Aldrich) to afford 20 
mg (19%) of Compound 371 as a yellow oil, as a 2: 1 ZJE mixture. Data for Compound (Zy 

30 371: *H NMR (400 MHz, acetone-d6) 7.80 (d, J = 7.7, 1H), 7.6 (m, 2H), 7.39 (t, J = 7.8, 
1H), 7.23 (m, 2H), 7.15 (m, 1H), 7.08 (m, 1H), 6.95 (n% 1H), 6.83 (dd, 7= 8.4, 2.8, 1H), 
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5.70 (s, 1H), 5.55 (d, J = 1.2, 1H). 2.10 (s. 3H). 135-1.25 (br d. 6H). The characteristic 
signals for (£)-371 are: 6.53 (s, 1H), 5.04 (s, 1H), 1.94 (d. J = 1.2, 3H), 1.33 (s, 3H) 1 00 
(s.3H). 



EXAMPLE 272 

(2>5.Benz Y lidenp-ft-fluoro- 1 .2-dihvdro-2^.4-tri me thvl.Sf f .chro m «nnr^ ^fl gujnoljns 
ffomp9 M nd37g structure 45 of Scheme XIII . wh. re Rl=F r2=h ^ 3^.-^ 
This compound was prepared by General Method 6 (EXAMPLE 1 19) from Compound 208 
(55 mg, 0. 1 8 mmol) and 1 .0 M benzylmagnesium chloride in Et20 (Aldrich) to affoid 1 1 
mg (17%) of Compound 372 as a yellow oil. Data for Compound 372: lH NMR (400 
MHz, acetone-d 6 ) 7.86 (dd, J = 8.7. 6.2. 1H), 7.80 (d,J = 7.6, 2H). 7.61 (d, y= 8.4, 1H), 
7.40 (app UJ = 7.8. 2H), 7.20 (m, 1H), 7.05 (m. 1H). 6.86 (m, 1H), 6.83 (d, /= SA, 1H)! 
5.71 (s, 1H). 5.55 (d. J = 1.1 , 1H), 2.11 (s, 3H), 1 .40 (br s, 6H). 

EXAMPLE 273 

(2>5-3En7.YlidEne-l ?-d.hYdro-9-meth0XY-?.?4-trin, e thvi-« i ^h^ m en O r3.4-fl m , i n»i i n . 
{Compound^, W ,re4SofScheme XIII whe re Rl = H p2^, hoxv , R 3=nhpnvn 
This compound was prepared by General Method 6 (EXAMPLE 1 19) from Compound 314 
(55 mg. 0.18 mmol) and 1.0 M benzylmagnesium chloride in Et 2 0 (Aldrich) to afford 1 1 
mg(I7%)ofCompound373asayellowoil. Data for Compound 373: lHNMR(400 
MHz, acetone-dfi) 7.79 (d, J = 7.6. 2H). 7.53 (d. J = 8.5, 1 H), 7.4-7.2 (m. 5H). 6.84 (m, 2H), 
5.67 (s. 1H). 5.55 (s, 1H). 3.82 (s, 3H), 2.1 1 (s. 3H). 1.35-1.30 (br s, 6H). 

EXAMPLE 274 
25 ra-^P"oro-1^ihydT<>-2.2.4-trim^^ 

flquino)inefCompounf1374 s tructure 45 of Sc heme XIT1 wh^ R l = R R2^i. inw » p 3 _>>. 
methvlphenvh 

This compound was prepared by General Method 6 (EXAMPLE 1 19) from Compound 207 
(34 mg, 0. 1 1 mmol) and freshly prepared 1 .0 M 2-methylbenzyl magnesium chloride in 
Et 2 0 to afford 30 mg (70%) of Compound 374 as a yellow oil. Date for Compound 374: 
1 HNMR(400MHz,acetone-d6) 8.20 (d, J = 7.9. lH).7.64(d,7=8.5. 1H), 7.58 (dd,7 = 



20 



30 
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10.0,2.9, 1H),7.26 (app 1,7 = 7.6, 1H), 7.19 (d,7= 7.4. 1H), 7.14(m, 2H), 6.94 (m, 1H), 
6.84 (d,7 = 8.5, 1H), 5.95 (s, 1H), 5.55 (d,7 = 1.1, 1H),2.28 (s, 3H), 2.14 (d,7 = 1.1, 3H), 
1.35-1.30 (brs,6H). 



(ZV8-Fluoro-1.2Klihvdn>-2.2>l-tri meM 

/lquinoline (Compound 375. stru cture 45 of Scheme XIII. where Rl=fluoro. r2=H. R 3 =2- 
methvlphenvn 

This compound was prepared by General Method 6 (EXAMPLE 1 1 9) from Compound 208 
10 (31 mg, 0.10 mmol) and freshly prepared 1 .0 M 2-methyl benzyl magnesium chloride in 
Et20 to afford 32 mg (80%) of Compound 375 as a yellow oil. Data for Compound 375: 
*H NMR (400 MHz, acetone-d6) 8. 1 9 (d, 7 = 7.9, 1 H), 7.86 (dd, 7 = 8.8, 4.2, I H), 7.6 1 (d, 
7=8.5, 1H), 7.28 (appt,7 = 7.6, 1H), 7.20 (d, 7 = 6.9, lH),7.15(m, 1H), 6.94 (dd, 7 = 9.6, 
2.7, 1H), 6.86 (m,2H), 5.97 (s, 1H),5.55 (d,7 = 1.2, 1H),2.28 (s, 3H), 2.14 (s, 3H), 1.35 
15 (brs,6H). 



(ZVl^-Dihvdro-9- memoxv-2.2. 4-trim^ 

flauinoline (Compound 376. structure 45 of Scheme XIII. where R*=H. R2=methoxv. 

20 R 3 =2-methvlphenv1) 

This compound was prepared by General Method 6 (EXAMPLE 1 19) from Compound 314 
(55 mg, 0.1 8 mmol) and 1 .0 M benzylmagnesium chloride in Et20 (Aldrich) to afford 1 1 
mg (17%) of Compound 373 as a yellow oil. Data for Compound 373: *H NMR (400 
MHz, acetone«d6) 8.23 (d, 7 = 7.8, 1H), 7.64 (d, 7 = 8.5, 1H), 7.37 (m, 1H), 7.30 (m, 1H), 

25 7.15(m,2H),7.04(d.7=8.6, 1H), 6.82 (d,7= 8.4, 1H), 6.77 (dd, 7= 8.6, 3.0, lH),5.92(s, 
1H), 5.53 (d, 7= 1.2, 1H), 3.82 (s, 3H), 2.27 (s, 3H), 2.14 (s, 3H), 1.35 (brs, 6H). 



EXAMPLE 277 

(ZW5-Benzvlidene-9~nuoro-h2^h^ 
30 (Compound 377. structure 95 of Scheme XXVI. where Rl^R^Mj R 3 ^F, RW- 
9= m eth Y l 1 Rl0=phenYl) 



5 



EXAMPLE 275 



EXAMPLE 276 



WO 96/19458 PCT/US9S/16096 



247 



This compound was prepared by General Method 6 (EXAMPLE 1 19) from Compound 315 
(28 mg, 0.087 mmol) and 1.0 M benzylmagnesium chloride in E12O (Aldrich) to afford 19 
mg (56%) of Compound 377 as a yellow foam. Data for Compound 377: *H NMR (400 
MHz, acetone-d6) 7.79 (d, J = 7.6, 2H), 6.63 (dd, /= 1 1.4, 2.9, 1H), 7.39 (app t, J = 7.8, 
5 2H), 7.25 (m, 2H), 6.97 (m, 1H), 6.68 (s. 1H), 5.74 (s, 1H), 5.52 (d, J = 1 .2. 1H), 2.61 (s> 
3H), 1.97 (s, 3H), 1.33 (br s, 6H). 



EXAMPLE 278 

(iy^-5-(4^1on>phenvr M.2.3.4-tetr^^ 
10 qwinolinone (Compound 378. stmcmre 97 nf Scheme YXV1I, where R^-chlomphftnyl) 
To a solution of Compound 164 (EXAMPLE 64) (220 mg, 0.6 mmol) in 6 mL of THF at - 
78 °C was added 1.6 M n-BuLi hexane solution (1 mL, 1.6 mmol), followed by di-r-butyl 
dicarbonate (0.7 g, 3.2 mmol) in 2 mL of THF. The reaction mixture was warmed to it and 
stirred for 15 h, then was quenched with 2% NaOH aqueous solution. The mixture was 
1 5 extracted with EtOAc (2 x 30 mL) and was concentrated. Chromatography of the crude 
residue on a silica gel column using 10 % EtOAc/hexane as solvent afforded the N-Boc 
Compound 164 (87 mg) in 30 % yield in addition to 60 % of the starting material ( 1 32 mg). 
The N-Boc material (40 mg, 0.082 mmol) in methanol (20 mL) at -78 °C was treated with 
O3 for 3 min and then with methyl sulfide (0.5 mL) for 30 min. Removal of solvent and 
20 chromatography of the crude mixture afforded a colorless oil, which was treated with excess 
TFA (0.5 mL) in 1 mL of CH2CI2 for 60 min. The reaction was quenched with 2% NaOH 
(5 mL) and was extracted with EtOAc (2 x 30 mL). Removal of the solvent and 
chromatography again provided 15 mg (47%) of Compound 378 as a yellow oil. Data for 
Compound 378: lH NMR (400 MHz, acetone-d6) 7.86 (d, J = 8.8, 1 H), 7.61 (d, / = 7.7, 1 
25 H), 7.40 (s, 1 H). 7.04 (t, / = 7.7, 1 H). 6.99 (d. J = 8.8, 1 H), 6.90 (t, J = 7.7, 1 H), 6.82 (d, 
7=7.7, 1 H).6J8(bs, 1 H). 2.65 (d, ./ = 15.2. 1 H),2.44(d,/= 15.2, 1 H). 1.97 (s,3H). 
1.37 (s. 3 H), 1.27 (s, 3 H). 



WO 96/19458 



PCI7US95/16096 



248 

EXAMPLE 279 

(*/^-S-r4-Chloro P henvl V 1 .23.4>tetrahvdro.2.2 33>tetramethv]-5^-chromenor3^n-4. 
quinolinone (Compound 379. structure 98 of Sch eme XXVIII. where R=4- c hlorophenvL 
Rlagethyp 

5 To a suspension of 40% NaH in mineral oil ( 1 0 mg, 0.25 mmol) in THF ( 1 mL) was added a 
solution of (R/Sy 1 -(/-butoxycarbonyl)-5-(4^hlorophenyl)- 1 ,2,3,4-tetrahydro-2.2-dimethyl- 
5//-chromeno[3,4-y]-4-quinolinone (structure 96 of Scheme XXVIII, where R=4- 
chlorophenyl, R^methyl) (10 mg f 0.02 mmol) and excess Mel (0.1 mL). The reaction was 
stirred at it for 2 h and was quenched with water (I mL), and extracted with EtOAc (2x5 
10 mL). Removal of solvent provided the crude mixture, which was treated with TFA (0.2 mL) 
in dichloromethane ( 1 mL) for 60 min. Chromatography of the crude mixture on a silica gel 
column using 15 % EtOAc/Hexane as solvent afforded 6.5 mg (78%) of Compound 379 as a 
colorless oil. Data for Compound 379: *H NMR (400 MHz, CDCI3) 7.73 (d, J = 8.7, 1 H), 
7.49 (d, J = 7.7, 1 H), 7.30 (s, 1 H), 7. 1 3 (s, 4 H), 7.04 (t, J = 7.7, 1 H), 6.9 1 (t, J = 7.7, 1 H), 
6.83 (d,7 = 7.7, 1 H). 6.71 (d,/ = 8.7, 1 H),4.28(s, 1 H), 1.29 (s, 3 H), 1.20(s,3H), 1.13 
(s,3H), 1.03 (s,3H). 

EXAMPLE 280 

(/?/S)-5-(4-Chlorophenvl V 1 .2-di hvdro-2^>dimethvN5//-chromenor3.4-n>4-ouinoline 
(Compound 380. structure 1A of Scheme XXIX. w here R=4-chloronhenvn 
To a solution of Compound 379 (EXAMPLE 279) (10 mg, 0.025 mmol) in toluene (1 mL) 
at -78 °C was added 0.5 M DIBAL toluene solution (0.1 mL, 0.05 mmol) and the resulting 
mixture was wanned up to rL The reaction mixture was quenched with water ( 1 mL) and 
was extracted with EtOAc (2x5 mL). Removal of solvent and chromatography of the 
mixture on a silica gel column afforded 6.8 mg (70%) of 5-(4-chloropheny1)-l ,23,4- 
leu^ydro^hydroxy-2 r 2-dimethyl-5i/-chromeno[3,4-/]quino]ine as a colorless oil, which 
was treated in dichloromethane ( 1 mL) with a catalytic amount of TsOH for 3 h to provide 
4.1 mg (63%) of Compound 380 as a colorless oil. Data for Compound 380: *H NMR 
(400 MHz, acetone-d6) 7.60 (d,7 = 7.7. 1 H), 7.52 (d, J = 8.5, 1 H), 7.27 (d, J = 8.6, 2 H). 
7.25 (d, J = 8.6. 2 H), 7.01 (t. J = 7.7, 1 H), 6.89 (t, J = 7.7 Hz,l H), 6.81 (d, J = 7.7, 1 H), 
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6.67 (d, J = 8.5. 1 H), 6.57 (s, 1 H). 6.33 (d, J= 10.0, 1 H), 5.57 (d, /= 10.0, 1 H), 5.55 (bs, 
1H), 1.32 (s, 3 H), 130 (s, 3 H). 



EXAMPLE M1 

5 (+HfiM/.5/>5-(4-ChloronhenvIV1.2.3^ 

quinolinone (Compound 381. gaacfli re. 53 of Scheme XV. when. R=4-chlr,ronhenvl 
R^R^H) 

This compound (0.7 mg) was prepared by HPLC separation of the enantiomers of 
Compound 381 by a chiral column, Chiracel OD-R, using a 9: 1 mixture of methanol and 
0 water as mobile phase. The optical purity of Compound 381 was determined by HPLC to be 
>90%e.e.;[a]20 D = + loi (MeOH). 



EXAMPLES? 

(-H/?*-^/ , 5i).S^4-rhlorophenvn-l .2.3 4-tetn.hvrim-7 | 7 r 4-trifn e thvl-5W-chr t >nirnnf^ d-f] -%. 
15 q"inp)inone (Compound 382 structure 53 of Srh. ^ XV. wh w R=4-chlomnh*nvi 

This compound (1 .5 mg)was prepared by HPLC separation of the enantiomers of 
Compound 235 by a chiral column, Chiracel OD-R, using a 9: 1 mixture of methanol and 
water as mobile phase. The optical purity of Compound 382 was determined by HPLC to be 
20 68%e.e.;[a]20 D = -63(MeOH). 



EXAMPLE 283 

Wy)~5-(4-Chlorpphenvn- 1 .23A-tet T ahyd r 0 -2.2-d\ m *th v I.SH- C hm m f> n rtf A- fl -*- 
qujnoljnpne (Compound 383. structure 4A of S^ m e XXTX ^ R^-chlnmnh^yi) 
This compound (0.63 mg, 3%) was prepared in a manner similar to that described for 
Compound 234 (EXAMPLE 134) from Compound 380 (EXAMPLE 280) as a colorless oil. 
The major product (41%) was Compound 378 (EXAMPLE 278). Data for Compound 383: 
lHNMR(400MHz,CDCl3)7.62(d,J=8.3. 1 H), 7.60 (d, J = 7.7, 1 H), 7.17 (d. 7= 8.6. 
2 H). 7.09 (d. J = 8.6, 2 H), 7.06 (t, J = 7.7. 1 H). 6.94 (t. J = 7.7, 1 H), 6.83-6.80 (m, 2 H), 
6.26 (s. 1 H). 3.88 (bs. 1 H). 3.55 (d, J= 20.0, 1 H), 3.1 1 (d. J= 10.0, 1 H), 1.33 (s. 3 H), 
1.32 (s, 3 H). 
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EXAMPLE 284 

(/^-3-(3-FluorobeiizvlV5-(3-^^ 

trimethv1-5//^chroTTienof3^/lQuinoline (Compound 384. structure 8A of Scheme XXX. 
where Hl=R2=Hi E3=?-fluprppfrenyl) 
S (/y^l^.3.4-Tetrahvdro-^ (structure 7A of 

Scheme XXX. where r!=r2=H). This compound was prepared by the same Boc- 
protection/hydroboration/oxidation/deprotection procedure as described in the synthesis of 
Compound 234 (EXAMPLE 134) from Compound 159 (EXAMPLE 59) (440 nig, 2.0 
mmol) to afford 98 mg ( 1 6%) of (R/S)- 1 ^,4-tetrahydro^2,2,4-trimethylcoumarino[3,4-y]-3- 
10 quinolinone as a yellowish oil. Data for (/?/5)-l^,3,4-tetrahydro-2,2,4- 

trimethylcoumarino[3 t 4-yi-3-quinolinone: l H NMR (400 MHz, CDCI3) 7.95 (d, 7 = 8.6, 2 
H), 7.38 (t, 7=8.2, 1 H), 7.31-7.24 (m, 2 H), 7.16 (d, 7= 8.5, 1 H). 5.29 (q,7 = 7.4, 1 H), 
3.94 (bs, 1 H), 1 .56 (s, 3 H). 1 .48 (d, 7 = 7.4, 3 H), 1 .22 (s, 3 H). 

15 WS)-3-(3-FluorobenzvlV5-(3-fluorote^^ 

trimethv1-5^-chromenor3.4-nQuinoline (Compound 384. structure 8A of Scheme XXX. 
where R1=R2=H. R3=3-fluorophenvn To a solution of (R/S)- 1,2,3, 4-telrahydro-2^,4- 
trimethylcoumarino[3,4-/]-3-quinolinone (3 mg, 0.01 mmol) in ether (3 mL) at rt was added 
the freshly prepared a 0.5 M 3-fluorobenzyImagnisium chloride ether solution (0.5 mL, 0.25 

20 mmol) and the resulting mixture was stirred at it for 2 h, then was quenched with water (5 
mL). The mixture was extracted with EtOAc (2x5 mL) and was concentrated and purified 
by silica gel chromatography to afford the intermediate, which was treated with TsOH (5 
mg) in dichloromethane (1 mL) for 60 min. The reaction was quenched with 2% NaOH (5 
mL) and was extracted with EtOAc (2x5 mL). Removal of solvent and chromatography of 

25 the mixture afforded 3.0 mg (59%) of Compound 384 as a colorless oil. Data for 

Compound 384: *H NMR (400 MHz. CDCI3) 7.7 1 (o\ 7 = 7.8, 1 H), 7.63 (d, 7 = 1 1 .0, 1 
H), 7.51 (d, 7 = 8.4, 1 H), 7.40 (d, 7 = 7.8, 1 H), 7.33 (td, 7 = 7.8, 6.2, 1 H), 7.28-7.18 (m, 3 
H), 7.13-6.92 (m, 5 H), 6.65 (d, 7 = 8.3, 1 H), 5.89 (s, 1 H), 3.73 (q, 7 = 6.8, 1 H), 3.66 (s, 1 
H), 3.08 (d, 7 = 14.2, 1 H), 2.97 (d, 7 = 14.2, 1 H), 2.79 (s, 1 H), 1.33 (s, 3 H), 1.29 (d, 7 = 

30 6.8, 3 H), 1.18 (s, 3 H). 
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EXAMPLE 28S 

Wy)-3,5-DibutY|-l .2.3.4-tetrahvdro-3-hvdmxv.? , 2.4-trimethvl-5//H:hromennH A. 
flquinoline fComnonnd 385. stnren.re 9A glSchemg XXXI. where R'=r2 s h p3— ^ rty^ 
To a solution of (tf/^U3,4-teto^ydit>-2,2,4-trin^^ 
5 (EXAMPLE 284) (4 mg, 0.01 mmol) in ether (3 mL) at rt was added 1.6 M it-BuLi hexane 
solution (0.05 mL, 0.08 mmol) and the resulting mixture was stirred at rt for 2 h, then was 
quenched with water (5 mL). The mixture was extracted with EtOAc (2x5 mL) and was 
concentrated and purified by silica gel chromatography to afford the intermediate, which 
was treated with Et3SiH (0.05 mL) and TFA (0.05 mL) in dichloromethane (1 mL) for 60 
10 min. The reaction was quenched with 2% NaOH (5 mL) and was extracted with EtOAc (2 x 
5 mL). Removal of solvent and chromatography of the mixture afforded 0.8 mg (20%) of 
Compound 385 as a colorless oil. The relative stereochemistry of this compound was not 
determined. Data for Compound 385: lH NMR (400 MHz, CDC1 3 ) 7.61 (d. J = 7.8, 1 H), 
7.44(d,7 = 8.3Hz. 1 H). 7.14(t,/=7.8, 1 H). 6.98 (UJ- 7.8, I H), 6.94 (d, J = 7.8, 1 H). 
15 6.53 (d, J = 8.3, 1 H), 5.53 (dd. J = 10.3, 3.5, 1 H). 3.42 (bs. 1 H). 2.94 (q, J = 7.0, 1 H), 
2.65 (s, 1 H), 1.88-1.63 (m. 2 H), 1.53-1.22 (m, 10 H), 1.44 (d, J = 7.0, 3 H), 1.33 (s, 3 H), 
1.08 (s. 3 H), 0.94 (t, J = 7.2. 3 H), 0.87 (t, J = 7.2, 3 H). 



EXAMPLE 7X6 

(/y^5-Butv|-1.2^.4-tetrahvdro-2.2^ 

(ComPOMnd 386. Structure 10A or 11 A nf Sc h eme XXXII where R ^R^h, rS^,,^ 
To a solution of (^-l-t-butoxycarbonyl-U3.4-tetrahydro-2^,4-trimemylcoumarino[3 
/]-3-quinolinone (structure 6A of Scheme XXX, where R'=r2= H . an intermediate from 
EXAMPLE 284) (4 mg, 0.012 mmol) in THF (1 mL) at -78 °C was added 1.6M n-BuLi 
hexane solution (0.016 mL. 0.024 mmol) and the resulting mixture was warmed up slowly 
to -20 °C. then was quenched with water (0.5 mL). Removal of solvent provided the crude 
product, which was treated with TFA (0.05 mL. 0.65 mmol) and Et 3 S5H (0.1 mL, 0.65 
mmol) in dichloromethane (1 mL) for 60 min. The reaction was quenched with 2% NaOH 
(2 mL) and was extracted with EtOAc (2x5 mL). Removal of solvent and chromatography 
of the residue afforded 0.7 mg (17%) of Compound 386 as a colorless oil. The relative 
stereochemistry of Compound 386 was not determined. Data for Compound 386: *H 



WO 96/19458 



PCT/US95/16096 



252 

NMR (400 MHz, CDCI3) 7.63 (d, J = 7.7, 1 H), 7.51 (d, J = 8.2, 1 H), 7. 16 (t, J = 7.7, 1 H), 
7.01 (t, .7 = 7.7, 1 H), 6.96 (d, J = 7.7, 1 H), 6.74 (d,/= 8.2, 1 H),5.32 (do\/ = 10.1 and 1.0, 
1 H), 3.66 (q, J = 7.2, 1 H), 1.98-1.90 (m, 1 H), 1.58-1.18 (m, 5 H), 1.48 (s, 3 H), 1.44 (d, J 
= IX 3 H)> 1 .20 (s, 3 H), 0.89 (t, J m 7.3, 3 H). 

EXAMPLE 287 

(R/S-4L51)- L2.3.4-Tetrahvdr^ 

(Compound 387. structure 18A of Scheme XXXIII. where r!=r2=h. R3=phenvn 
This compound, along with Compound 388 (EXAMPLE 288), was prepared by the same 
Boc-protection/hydroboration/oxidation/deprotectton procedure as described in the synthesis 
of Compound 234 (EXAMPLE 1 34) from Compound 161 (EXAMPLE 6 1 ) (40 mg, 0. 1 1 
rnmol). Compound 387 (4.0 mg, 10%) was obtained as a colorless oil. Data for Compound 
387: *H NMR (400 MHz, CDCI3) 7.59 (d, J = 8.3, I H), 7.57 (d, J = 7.6, 1 H), 7.2 1 -7. 1 2 
(m, 5 H), 7.05 (t, J m 7.6, 1 H), 6.92 (t, J m 7.6, 1 H), 6.86 (d, 7 = 7.6, 1 H), 6.83 (d. J = 8.3, 
1 H), 6.37 (s, 1 H), 3.72 (bs, 1 H), 3.4 1 (q, J = 7.5, 1 H), 1 .50 (d, J = 7.5. 3 H), 1 .45 (s, 3 H), 
1.17 (s, 3 H). 

EXAMPLE 288 

f/?/S-4/ t 5£iyi^3,4-Tet^ 

(Compound 388. structure 17A of Scheme XXXIH. where r!=r2=H. R3=phcnvh 
This compound, along with Compound 387 (EXAMPLE 287), was prepared by the same 
Bcc-protection/hydroboration/oxidation/deprotection procedure as described in the synthesis 
of Compound 234 (EXAMPLE 134) from Compound 161 (EXAMPLE 61) (40 mg, 0. 1 1 
mmol). Compound 388 (7.3 mg, 18%) was obtained as a white poweder. Data for 
Compound 388: mp 108-1 10 °C; IR (neat) 3358, 2972, 1720, 1473, 1292, 1213,752; *H 
NMR (400 MHz, CDCI3) 7.66 (d, J = 7.7, 1 H), 7.64 (d, J = 8.2, 1 H), 7.20 (s, 5 H), 7.06 (t, 
J = 7.7, 1 H), 6.95 (t, J = 7.7, 1 H), 6.83 (d, J = 8.2, 1 H), 6.77 (d, J = 7.7, 1 H), 6.39 (s, 1 
H), 3.72 (bs, 1 H), 3.58 (q, J = 7.4, 1 H), 1.44 (s, 3 H). 1.23 (s. 3 H), 0.80 (d, /= 7.4, 3 H); 
"C NMR (100 MHz, CDCI3) 214.4, 151.0, 143.2, 139.3, 131.1, 128.9, 128.8, 128.6, 
128.5, 123.4, 122.7, 122.2, 122.1, 122.0, 118.3, 116.6,75.4, 60.2,43.9,28.1.27.3, 16.3. 
Anal. (C25H23NO2-3/4H2O) C, H, N. 
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EXAMPLE 289 

(ZHW,y)-5-f 3-Fluorobenzvlidene>- 1 ^.3.4-tetrahvri n 0 .2^.4-trifnethvl-S/y.chmm«-nnf ^ A.f] . 
3-quino)iiwn g (Compound 389. structure 19A of Sch eme XXXIV. where R '=r2=h p3^t. 
5 fluorophenyh 

To a solution of (/V5>l-r-butoxycarbonyl-1^3,4-tetrahydro-2^,4-trimethylcournarino[3,4- 
Tl-3-quinolinone (structure 6A of Scheme XXX, where r!=r2=H, an intermediate from 
EXAMPLE 284) ( 1 0 mg, 0.025 mmol) in THF ( I mL) at -78 °C was added freshly prepared 
1.0 M 3-fluorobenzylmagnesium bromide (0.06 mL, 0.06 mmol) and the reaction was 
10 slowly wanned up to it and was quenched with water ( 1 mL). The mixture was extracted 
with EtOAc (2x5 mL) and was concentrated to provide the crude intermediate, which was 
treated with excess TFA (0.2 mL) in dichloromethane (1 mL) for 30 min and then quenched 
with 5 % NaOH (5 mL). The mixture was extracted with EtOAc (2x10 mL), concentrated 
and chromatographied to afford 6.0 mg (60%) of Compound 389 as a yellowish oil. Data 

15 for Compound 389: IR (neat) 3356, 1716, 1604, 1469, 1251; *H NMR (400 MHz, 

CDCI3) 7.73 (d, 7 = 7.8, 1 H). 7.70 (d, 7 = 11 . 1 , 1 H). 7.60 (d. 7 = 8.3, 1 H), 7.42 (d, 7 = 7.8. 
1 H). 7.3 1 (td, 7 = 8.0 and 6.2. 1 H). 7.22 (d. 7 = 8. 1 , 1 H), 7. 1 8 (d, 7 = 7.0, 1 H), 7.08 (t. 7 = 
7. 1 , 1 H). 6.94 (td. 7 = 8.4 and 2.4, 1 H), 6.85 (d, 7 = 8.3, 1 H), 5.87 (s, 1 H). 4.33 (q, 7 = 
7.3. 1 H), 3.78 (s, 1 H), 1.56 (d. 7 = 7.3. 3 H), 1.51 (s, 3 H), 1.24 (s, 3 H); 13 C NMR (100 

20 MHz, CDCI 3 ) 2.14.0, 162.4 (d. 7 = 244.0 Hz), 152.3, 147.0, 144.2, 137.2 (d, J= 8.1 Hz), 
129.8 (d, 7=8.8 Hz), 128.7, 128.0, 125.4, 124.2, 123.0, 122.6, 122.4, 121.9, 121.8, 118.1, 
1 16.5, 1 15.8 (d. 7= 23.1 Hz), 1 14.1, 1 13.8 (d.7= 21.1 Hz), 60.1, 44.9, 27.7, 27.2, 17.4. A 
minor 1 .0 mg (<10%) product was also isolated and identified as (£)-(/?/S)-5-(3- 
fluorobenzylidene)- 1 ,2,3,4-tetrahydro-2 A4-trimethyl-5^-chromeno[3.4-/]-3-quinolinone; 

25 lH NMR (400 MHz, CDCI3) 7.78 (d, J = 7.9. 1 H). 7.70 (d, J = 8.7. 1 H), 7.67 (d. J = 10.2. 
1 H), 7.42 (d. 7= 7.8, 1 H), 7.35-7.26 (m. 3 H), 7.21 (d,7=8.1. 1 H), 7.10 (t, 7= 8.2. 1 H). 
6.97 (td, 7 = 8.4 and 2.4. 1 H). 5.80 (s. 1 H). 4.28 (q. 7 = 7.3, 1 H), 3.55 (bs, 1 H). 1 .88 (s, 3 
H). 1 .76 (d, 7 = 7.3, 3 H), 1 .33 (s, 3 H). 
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EXAMPLE 290 

(/?/S-4/.6ttV1.2.3.4-Tetn^ 

auinolinone (Compound 390. structure 23A of Scheme XXXV. where Rl=nhcnvm 
lJ2-Dihvdro-2.2.4-tji^ (Compo und 21 A. Scheme 

5 XXXV> This compound was prepared by General Method 8 (EXAMPLE 138) from 7- 
amino3,4-benzocoumarin to afford l,2-dihydro-2^,4-trimethyl-10-isocoumarinof3,4- 
/]quinoline (150 mg, 0.52 mmol, 60%) as a yellow solid. Data for 1 t 2-dihydro-2 f 2,4- 
trimethyl-10-isocoumarino[3,4-/lquinoline: mp 197-199 °C; IR (KBr) 3350, 2960, 1711. 
1608, 1566, 1468 and 131 1; *H NMR (400 MHz, CDCI3) 8.20 (d, J = 7.6, 1 H), 8.10 (d, J 
10 = 7.6, 1 H), 7.83 (d. J = 8.6, 1 H), 7.77 (t, J = 7.6, 1 H), 7.44 (t, J = 7.6, 1 H), 6.64 (d, J = 
8.6, t H), 5.88 (bs, 1 H), 5.38 (s, 1 H), 2.39 (s, 3 H), 1.29 (s, 6 H); ™C NMR (100 MHz, 
CDCI3) 161.5, 149.6, 146.9, 136.6, 134.8, 130.4, 128.3, 126.6, 122.8, 120.8, 119.0, 111.1, 
109.6, 108.6, 51.7, 30.4, 23.6. 

15 1.2-Dihvdro-2^.4-trimefovl^ (structure 22A of 

Scheme XXXV. where R*=phenvn This compound was prepared by General Method 5 
(EXAMPLE 60) from l^-dihydro-2^,4-trimethy]-10-isocoumarino[3,4-/]quinoline (60 mg, 
0.20 mmol) and bromobenzene ( 1 57 mg, 1 .0 mmol) to afford 60 mg (85%) as a colorless 
oil. Data for l,2-dihydro-2,2,4-trimemyl-6-phenyl-5//-isochromeno[3,4-/]quinoline: *H 

20 NMR (400 MHz, CDCI3) 7.60 (d, J = 7.7, 1 H), 7.44 (d, J = 8.3, 1 H), 7.43-7.30 (m, 7 H), 
7.10(1,-/ = 7.7, 1 H),6.73 (d,/ = 7.7, 1 H),6.04 (s, 1 H),5.22 (s, 1 H), 3.87 (bs, 1 H),2.11 
(s, 3 H), 1 .26 (s, 3 H). 1 .23 (s, 3 H); 13 C NMR (100 MHz, CDCI3) 1 52.0, 1 46.3, 145.2, 
139.6, 132.9, 131.6. 129.3, 128.6, 128.4, 125.9, 125.6. 123.5, 121.2, 1 13.9, 11 1.2, 108.5, 
80.1,51.4, 30.3,30.1,23.5. 

25 

(R/S-4L6uY 1 .2.3.4-Tetjrahvdro-2-2.4-trinre^ 

auinolinone This compound was prepared by the same Boc- 

protection/hydroboration/oxidation/deprotection procedure as described in the synthesis of 
Compound 234 (EXAMPLE 134) from 1 ,2-dihydro-2^,4-trimethyl-6-pheny 1-5//- 
30 isochromeno[3,4-/|quino]ine (30 mg, 0.085 mmol). Compound 390 (2.2 mg, 7%) was 
obtained as a colorless oil, along with xx mg (14%) of Compound 391 (EXAMPLE 291). 
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Data for Compound 390: *H NMR (400 MHz, CDCI 3 ) 7.65 (d, 7 = 7.8. 1 H). 7.49 (d, 7 = 
8.4. 1 H). 7.37 (t. 7 = 7.8, 1 H), 7.30 (s, 5 H). 7.19 (t, 7 = 7.8. 1 H), 6.89 (d, 7 = 7.8. ! H), 
6.38(d,7=8.4. 1 H),6.14(s, I H), 3.83 (q, 7 = 7.5, 1 H),3.67(bs, 1 H), 1.41 (s. 3 H). L39 
(d.7 = 7.5,3H), 1.12 (s, 3 H). 

5 

EXAMPLE 291 

(££S=£LGDd 7 3 4-Tetrahvdro-2.2.4-trimethv1 ^. P henvl-^H-i <i ochroinf ! nnn i 4. | q -^- 
quiPQlinone f Compound 391. structure 24 A of Scheme YXXV wh^m r! ^nhenvl) 
Compound 391 (4.4 mg, 14%) was obtained as a colorless oil along with Compound 390 as 
10 described above (EXAMPLE 290). Data for Compound 391: IR (neat) 3358, 1716. 1614, 
147J. 1439, 1030: *H NMR (400 MHz, CDCI3) 7.66 (d. 7 = 7.7, I H), 7.53 (d, 7 = 8.3. 1 
H),7.35(s,5H).7.34(t,7 = 7.7, 1 H), 7.15 (t, 7=7.7, 1 H), 6.79 (d, 7 = 7.7, I H),6.12(s, 1 
H), 3.82 (q. 7= 7.3, 1 H), 3.66 (bs, 1 H), 1.41 (s. 3 H). 1.23 (s. 3 H), 1.14 (d, 7= 7.3, 3 H). 

15 EXAMPLE 292 

reHW r -5-fBen7 Y Hn>n'- V 1 ^.S^.tetrahvdro-^^trimethvl.s ^ hronnPnnfl 
quinolinone (Compound 392. stn^t,,». 1 Q A of Rch m * Y\ X 1V. w^rUpLh 
R 3 =nhenvn 

Toasolutionof(/J/5>l-/-butoxycarlK>nyI.l,2,3,4-tetrahydro-2,2,4-trime^^^ 
20 /l-3^uinolinone (structure 6A of Scheme XXX. where R^R^h, an intermediate from 
EXAMPLE 284) ( 1 0 mg, 0.025 mmol) in THF ( I mL) at -78 <> C was added 1.0M 
benzylmagnesium bromide (0.06 mL, 0.06 mmol) and the reaction was slowly warmed up to 
rt and was quenched with water ( I mL). The mixture was extracted with EtOAc (2 x 5 mL) 
and was concentrated to provide the crude intermediate, which was treated with excess TEA 
(0.2 mL) in dichloromethane (1 mL) for 30 min and then quenched with 5 % NaOH (5 mL). 
The mixture was extracted with EtOAc (2 x 10 mL), concentrated and chromatographied to 
afford 3.8 mg (40%) of Compound 392 as a colorless oil. Data for Compound 392: IR 
(neat) 3354, 1716, 1469. 1261, 1045; *H NMR (400 MHz, CDC13) 7.81 (d. 7 = 7.3. 2 H). 
7.72(d,7=7.7. 1 H), 7.59 (d, 7 = 8.4, 1 H). 7.39 (t, 7= 7.3. 2 H). 7.24-7.18 (m, 2 H). 7.17 
(d.7=7.7, I H), 7.08 (t, 7 = 7.7, 1 H). 6.83 (d. 7= 8.4, 1 H). 5.91 (s. 1 H), 4.37 (q. 7 = 7.3. 1 
H), 3.76 (s. 1 H). 1.57 (d. 7= 7.3. 3 H). 1.51 (s. 3 H), 1.24 (s. 3 H): "c NMR (100 MHz. 



25 



30 





WO 96/19458 



PCT/US95/16096 



256 



CDa3) 2.14.1, 152.7, 146.0, 144.2, 135.1, 129.5, 128.6, 128.5, 127.1, 124.2, 122.8, 122.4, 
122.2, 121.8, 121.7, 1 17.8, 1 16.5, 1 15.4, 60.1, 44.9, 27.7, 27.2, 17.4. 



5 (*/S-4/.5iiV5-(3-Fluorophenvlll.2^ 

ouinolinone (Compo und 393. structure 17A of Scheme XXXIII. where R ! =r2=H. r3=3- 
flupropteoyl) 

This compound, along with Compound 394 (EXAMPLE 294), was prepared by the same 
Boc-protection/hydroboration/oxidation/deprotection procedure as described in the synthesis 

1 0 of Compound 234 (EXAMPLE 1 34) from Compound 191 (EXAMPLE 9 1 ) (30 mg, 0.08 1 
mmol). Compound 393 (6.9 mg, 22%) was obtained as a colorless oil. Data for Compound 
393: IR (neat) 3356, 1719, 1602, 1487, 1288, 1209, 1028; *H NMR (400 MHz, CDCI3) 
7.66 (d, 7 = 7.7, 1 H), 7.64 (d, 7 m 8.3, 1 H), 7. 1 9 (td, 7 = 7.9, 5.8, 1 H), 7.09-6.86 (nn 5 H), 
6.85 (d, 7 = 8.3, 1 H), 6.78 (d, 7 = 7.7, 1 H), 6.38 (s, 1 H), 3.72 (bs, 1 H), 3.58 (q, 7 = 7.4, 1 

15 H), 1.44 (s, 3 H), 1.23 (s, 3 H), 0.87 (d, 7 = 7.4, 3 H); 13 C NMR (100 MHz, CDCI3) 214.1, 
1 62.9 (d, 7 =246.2), 150.7, 143.3, 141.8 (d, 7=6.3), 130.4, 130.2, 130.1, 128.6, 124.6, 
123.3, 122.7, 122.4, 122.3 (d, 7 = 22.1), 118.3, 116,9, 115.8 (o\ 7 =21.4), 74.5, 60.2,43.9, 
28.1,27.3, 14.4. 

20 EXAMPLE 294 

(/re-4/.5/V5-(3-FluorophenvlV 1 .2 3.4>teti^vdro-2>2.4>trimethvl>5^>chromenor3. 4-/1-3- 
qujnQlmpne (Cpmpo"M* SttligBHS 13A Pf Scheme jqtXm, wfcre Ri=R2=H, R 3 =3- 
fluprpphgny|) 

This compound, along with Compound 393 (EXAMPLE 293), was prepared by the same 
25 Boc-protectiori/hydroboration/oxidation/deprotection procedure as described in the synthesis 
of Compound 234 (EXAMPLE 1 34) from Compound 191 (EXAMPLE 9 1 ) (30 mg, 0.08 1 
mmol). Compound 394 (5.0 mg, 16%) was obtained as a colorless oil. Data for Compound 
394: IR (neat) 3356, 1719, 1608, 1473, 1288, 1209, 1039; *H NMR (400 MHz, CDCI3) 
7.60 (d, 7 = 83, 1 H), 7.58 (d\ 7 = 7.7, 1 H), 7. 1 5 (td, 7 = 7.9, 5.8, 1 H). 7.09 (t, 7 = 7.7, 1 
30 H), 6.97-80 (m, 6 H), 6.34 (s, 1 H), 3.73 (s, 1 H), 3.38 (q, 7 = 7.3. 1 H), 1 .50 (d, 7 = 7.3, 3 
H), 1.46 (s, 3 H), 1.19 (s, 3 H); l *C NMR (100 MHz, CDCI3) 213.2, 162.9 (d, 7 = 247), 



EXAMPLE 293 
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150.8, 142.7, 141.6 (d, 7 = 6.4), 130.2, 130.1. 129.9, 128.5, 123.6, 122.8, 122.7, 122.4. 
122.2. 118.3. 116.8. 115.5 (d, 7=21.6), 114.9 (d. 7 = 22.6 Hz). 74.2, 60.1,43.0.27.3.26.6. 
18.4. 

5 EXAMPLE 29S 

f/yS^/.5/V1.2.3.4-Tetrahvdm-2 r 2.4-rt^ 

chro m g n or3,4-fl-3-qiiinolinong (Compound 395. structure 18A of Sc h eme XXXTII u,h^» 
R 1 =R2=H. R 3 = Wtrifluoromethvhphenvh 

This compound, along with Compound 396 (EXAMPLE 396), was prepared by the same 
1 0 Boc-protection^iydroboration/oxidation/dcprotection procedure as described in the synthesis 
of Compound 234 (EXAMPLE 134) from Compound 195 (EXAMPLE 95) (20 mg, 0.049 
mmol). Compound 395 (3.2 mg. 15%) was obtained as a colorless oil. Data for Compound 
395: IR (neat) 3354. 2926. 1720. 1607. 1473. 1211. 1126, 1074; *H NMR (400 MHz. 
CDC1 3 )7.61 (d, 7 = 8.3, 1 H). 7.57 (d. 7 =7.7. 1 H). 7.42 (t. / = 7.7. 1 H).7.39(s. 1 H). 
15 7.38-7.30 (m, 2 H), 7.09 (t, 7 = 7.7, 1 H). 6.95 (d. 7 = 7.7, 1 H),6.9I (d,7=8.4. 1 H). 6.86 
(d. 7 = 8.3. 1 H). 6.39 (s. 1 H). 3.77 (s. 1 H). 3.37 (q. 7= 7.3. 1 H). 1.50 (d, 7= 7.3, 3 H), 
1.48 (s. 3 H), 1.20 (s. 3 H); «C NMR (100 MHz, CDC1 3 ) 213.1, 150.7, 142.8. 131.1. 
129.4. 129.1. 128.6. 125.4. 124.6. 123.0. 122.7. 122.6. 122.5, 122.2. 1 18.3. 117.0,74.0, 
60.2,43.1.27.1.26.5. 18.4. 

20 

EXAMPLE 296 

(W 1 W/.5pVl,2,3 4-Trtrahvdro-2.2.4-tri 

chromenor3,4-r]-3-niiinolinone fComnound 396. stn. m ire 17A of Scheme XXXfll 
R ' =r2=h Ra^.rtrifluoromethvllphftfflYl) 

25 This compound, along with Compound 395 (EXAMPLE 395), was prepared by the same 
Boc-proteaion/hydroboraUon/oxidation/deprotection procedure as described in the synthesis 
of Compound 234 (EXAMPLE 134) from Compound 195 (EXAMPLE 95) (20 mg, 0.049 
mmol). Compound 396 (3.2 mg, 15%) was obtained as a colorless oil. Data for Compound 
396: IR (neat) 3356, 2928. 1718. 1602. 1330. 1 126. 1074; *H NMR (400 MHz. CDCI3) 

30 7.67 (d. 7 = 8.3, 1 H). 7.65 (d. 7 = 7.7. 1 H), 732 (s. 1 H), 7.48 (m. I H). 7.35-7.30 (m. 2 H), 
7.08 (t. 7 = 7.7. 1 H). 6.98 (t. 7 = 7.7. 1 H). 6.88 (d. 7 = 8.3. 1 H). 6.78 (d. 7 = 7.7. 1 H), 6.43 
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(s, 1 H), 3.75 (s, 1 H), 3.57 (q, J = 7.4, 1 H), 1 .45 (s, 3 H), 1 .24 (s, 3 H), 0.86 (d, / = 7.4, 3 
H); ^CNMR (100 MHz, CDCI3) 214.0, 150.5, 143.3, 140.3, 132.1, 131.2 (q, J = 3 1 .7), 
130.0, 129.1. 128.7, 125.7. 123.3. 122.7, 122.6, 122.5, 122.2, 1 18.3, 1 17.1, 74.3, 60.2,43.8. 
28.2, 273,16.5. 



(RIS- 3l.4u3u V5-(4-Chlorophenvl V 1 .2.3.4-tetrah vdro-3-methox v-2-2.4-trimethvl-SA/- 
chromenof 3.4-/lQuinoline (Compound 397. structure 26A of Scheme XXXVI. where 
r1=r2 = h. R3=4-chlorophenvl: R^methvlV 

10 To a solution of (/e/5-3/.4a,5«)-5-(4-chIorophenyl)- 1 ,23»4-tetrahydn>3-hydroxy-2^,4- 
lrimethyl-5//-chromeno[3,4-y]quinoline (structure 14A of Scheme XXXIII, where 
r1=r2=h, R3=4-chlorophenyl, an intermediate from EXAMPLE 135) (8 mg, 0.016 mmol) 
in DMF (0.5 mL) and excess Mel (0.5 mL) was added 60% NaH in mineral oil (10 mg, 0.25 
mmol). The resulting white slurry was stirred at n for 2 h and was quenched with water (5 

15 mL). The mixture was extracted with EtOAc (2 x 10 mL) and was concentrated to give the 
crude product, which was treated with TFA (0.2 mL) in CH2CI2 (1 mL) for 60 min and was 
quenched with 5 % NaOH (5 mL). The mixture was extracted with EtOAc (2x10 mL), 
concentrated and was purified by silica gel chromatography to afford 5.0 mg (75%) of 
Compound 397 as a colorless oil. Data for Compound 397: *H NMR (400 MHz, CDCI3) 

20 7.53 (d, J = 7.7. 1 H), 7.48 (d, J = 8.4, 1 H), 7.12 (s, 4 H), 7.04 (t, J = 7.7, 1 H), 6.89 (t, J = 
7.7, 1 H), 6.87 (d, J = 7.7, 1 H), 6.63 (d, J = 8.4, 1 H), 6.48 (s, 1 H), 3.74 (bs, 1 H), 3.26 (s, 
3 H), 3.08 (d. J = 3.8, 1 H), 2.83 (qd, J = 7.3, 3.8, 1 H), 1 .52 (d, J = 7.3, 3 H), 1 .35 (s, 3 H), 
1.50 (s,3H). 



25 (/re-3/.4tt.5n-5^4-C^lo^ 

chromenof 3.4-rlouinoline (Compound 398. structure 2SA of Scheme XXXVI, where 
R3^ h ip r0 phefiYt. B^DSflpd) 

To a solution of (R/5-3/.4« f 5/)-5-(4-chlorophenyl)-l A3,4^etrahydro-3-hydroxy-2,2,4- 

trimemyl-5rY^hromeno[3,4-/]quinoline (structure 13A of Scheme XXXIII, where 
30 R^R^H, R3=4-chlorophenyl, an intermediate from EXAMPLE 135) (8 mg, 0.016 mmol) 

in DMF (03 mL) and excess Mel (0.5 mL) was added 60% NaH in mineral oil (10 mg, 0.25 



5 



EXAMPLE 297 



EXAMPLE 298 
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mmol). The resulting white slurry was stirred at rt for 2 h and was quenched with water (5 
mL). The mixture was extracted with EtOAc (2 x 10 mL) and was concentrated to give the 
crude product, which was treated with TFA (0.2 mL) in CH 2 CI 2 (1 mL) for 60 min and was 
quenched with 5 % NaOH (5 mL). The mixture was extracted with EtOAc (2x10 mL), 
5 concentrated and was purified by silica gel chromatography to afford 4.7 mg (70%) of 
Compound 398 as a colorless oil. Data for Compound 398: lH NMR (400 MHz, CDC1 3 ) 
7.55(d,7=7.7. 1 H),7.47(d,7=8.4, 1 H), 7.16 (d. 7= 8.7, 2 H), 7.12 (d, 7= 8 7 2 H) 
6.97(t.y = 7.7. 1 H). 6.89 (,,7=7.7, 1 H), 6.73 (d. 7 = 7.7. 1 H), 6.68 (d, 7 = 8.4, 1 H) 634 
(s. 1 H), 3.65 (bs, 1 H), 3.53 (s. 3 H), 3.03 (s. 1 H). 3.02 (qd. 7 = 7.0. 0.8. 1 H), 1 .30 (s 3 H) 
10 1.11 (s, 3 H). 0.88 (d, 7= 7.0,3 H). 



20 



25 



EXAMPLE 299 

W$-3l,4, t V)-5-(4.rp|orophcnYn WM ^^ - n r^^.o -> 4^j iP6thyJ «ff 

chromenon 4.flqninoljnr (Compound 399 2 5A of Sch XXXVI whw 

15 B!=R2=H, R3=4-chloronh ff n Y l | P 4- T „ Tyn ^ 

To a solution of (iWWA^^-chlorophenyl). lA3.4Hetrahydro-3-hydroxy.2A4- 
trimethyl-5//-ch ro meno[3.4-/Jquinoline (structure I3A of Scheme XXXIII, where 
R»=R2=H, R3=4-chlorophenyl, an intermediate from EXAMPLE 135) (7 mg, 0.014 mmol) 
•n DMF (0.5 mL) and excess PrI (0.5 mL) was added 60% NaH in mineral oil (10 mg 0 25 
mmol). The resulting white slurry was stirred at rt for 2 h and was quenched with water (5 
mL). The mixture was extracted with EtOAc (2 x 10 mL) and was concentrated to give the 
crude product, which was treated with TFA (0.2 mL) in CH 2 CI 2 (1 mL) for 60 min and was 
quenched with 5 % NaOH (5 mL). The mixture was extracted with EtOAc (2x10 mL). 
concentrated and was purified by silica gel chromatography to afford 2.5 mg (40%) of 
Compound 399 as a colorless oil. Data for Compound 399: *H NMR (400 MHz, CDCI3) 
7.57(d.7=7.7. 1 H). 7.48 (d. 7 = 8.4. 1 H). 7.16 (d. 7 = 8.6. 2 H). 7.12 (d, 7= 8.6. 2 H) 
6.99(1,7=7.7. 1 H).6.89(t.7=7.7.1 H). 6.73 (d. 7 =7.7. I H). 6.68 (d, 7 = 8.4. 1 H), 6.33 
(s. 1 H).3.65(bs. 1 H). 3.58 (m, 2 H). 3.11 (d.7=5.8. 1 H). 3.00 (qd. 7= 7.0. 5.8. 1 H). 
1.65-1.50 (m, 2 H). 1.30 (s, 3 H). 1.10 (s. 3 H), 0.93 (t, 7= 7.4, 3 H), 0.88 (d.7= 7.0. 3 H). 
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EXAMPLE 300 

f*/S-3/>fo.5iiV5-(4^ 1oropte 

chromenor3^/lqui noline (Compound 400. structure 26A of Scheme X XXVL where 
Rl=R2 sH . RB^-chlorophenvL R^ropvl) 
5 To a solution of (R/5-3/,4«,5«)-5-(4-chJoropheny])- 1 t 2 f 3,4-tetrahydro-3-hydroxy-2,2,4- 
trimethyl-5/f-chraiieno[3,4-/]quinoline (structure 14A of Scheme XXXIII, where 
R^R^H, R3=4-chiorophenyl, an intermediate from EXAMPLE 135) (8 mg, 0.016 mmoi) 
in DMF (0.5 mL) and excess Prl (0.5 mL) was added 60% NaH in mineral oil (10 mg, 0.25 
mmol). The resulting white slurry was stirred at rt for 2 h and was quenched with water (5 _ 

10 mL). The mixture was extracted with EtOAc (2 x 10 mL) and was concentrated to give the 
crude product, which was treated with TFA (0.2 mL) in CH2CI2 (1 mL) for 60 min and was 
quenched with 5 % NaOH (5 mL). The mixture was extracted with EtOAc (2x10 mL), 
concentrated and was purified by silica gel chromatography to afford 2.5 mg (40%) of 
Compound 400 as a colorless oil. Data for Compound 400: *H NMR (400 MHz, CDCI3) 

15 7.54 (d, J = 7.7, 1 H), 7.48 (d, J = 8.4, 1 H), 7. 1 2 (d, J = 8.6, 2 H), 7.09 (d, J = 8.6, 2 H), 

7.02 (t, / = 7.7, 1 H), 6.89 (t, J - 7.7, 1 H), 6.87 (d, J m 7.7, 1 H), 6.62 (d, J = 8.4, I H), 6.48 
(s, 1 H), 3.72 (bs, 1 H), 3.28 (m, 2 H), 3. 1 6 (d, J = 4.0, 1 H), 2.78 (qd, / = 7.2, 4.0, 1 H), 
1.51 (d,J = 7.2,3H), 1.51-1.36 (m, 2 H), 1.34 (s, 3 H), 1.14 (s, 3 H), 0.80 (t, 7 = 7.4, 3 H). 

20 EXAMPLE 301 

f/?/S^/.5n-3-Benzenzvlidere 

chromenor3.4-flquinoline (Compound 401. structure 27A of Scheme XXXVII. where 

R^-chlprpphenvl, R4=phenyl) 
To a solution of Compound 234 (EXAMPLE 134) (35 mg, 0.086 mmol) in THF (4 mL) was 

25 added a ] .0M ether solution of benzylmagnesium chloride (0.3 mL, 0.3 mmol) and the 

reaction was stirred at rt for 2 h. The reaction mixture was quenched with water (5 mL) and 
extracted with EtOAc (2x10 mL). Removal of solvent and chromatography of the crude 
residue afforded the adduct in 66% yield as a 8:1 mixture of two isomers. The adduct 
intermediate (8 mg, 0.016 mmol) and Burgess reagent (15 mg, 0.063 mmol) in benzene 

30 were heated at reflux for 2 h. Removal of solvent and purification of the mixture on a prep 
TLC plate using a 25% mixture of EtOAc/Hexane as solvent afforded 0.5 mg (7%) of 
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Compound 401 as a colorless oil. Data for Compound 401: 1h NMR (400 MHz, CDC1 3 ) 
7.61 (d,7=7.7. 1 H), 7.56 (d, 7 = 8.4, 1 H). 7.43 (t. 7 = 7.5, 2 H). 7.32 (t, 7 = 7.7, 1 H).7.21 
(d, 7 = 7.6, 2 H). 7.16 (d. 7 = 8.6. 2 H), 7.05-6.93 (m. 2 H), 6.96 (d. 7= 8.6, 2 H). 6.72 (d, 7 
= 8.4, 1 H), 6.68 (d, 7 = 7.7. 1 H), 6.38 (s. 1 H). 6.05 (s. 1 H), 4.02 (q. 7 = 7.5. 1 H). 3.55 
5 (bs, 1 H), 1 .52 (s, 3 H). 1 .4 1 (s, 3 H), 0.84 (d, 7 = 7.5. 3 H). 

EXAMPLE 302 

(*/?-*/.5wM-r4^)o r ophenYiyi.2.3^ 

quinplinone (Compo^d 40?. structure 53 of Scheme XV ^ R 1 =H , R^n,,^ p .„ 
10 chlorophenvl) 

This compound (2.2 mg, 4%) was prepared in a manner similar to that described for the 
preparation of Compound 234 (EXAMPLE 134) from Compound 214 (EXAMPLE 1 14) (50 
mg, 0.16 mmol). In addition. 2.2 mg (4%) of Compound 403 (EXAMPLE 303) was also 
obtained as a clear-colorless oil. Data for compound 402: Rf=0.38 (silica gel. 25% 
15 EtOAc:hex ): lHNMR(400MHz.CDCl 3 ) 7.51 (d, 7 = 8.5, 1 H), 7.23 (d, 7 =8.5, 1 H) 
7.16(d,7=8.5.2H).7.04(d.7=8.5,2H).6.84(d.y=8.5. 1 H). 6.78 (m. 2 H), 6.30 (s. 1 
H).3.79(brs. 1 H), 3.33 (q, 7 = 7.5, 7 = 7.5, 1 H). 1 .49 (d. J = 7.5. 3 H). 1.46(s.3H). 1.25 
(s,3H). 



20 



25 



EXAMPLE am 

( ^^,^4-rhlorophenYtVI ? 3 ^fct rehydro-? . 7 4- tr imethvl.SW-W, ppQ fcfl - 

fluinolinope fComppgnd 403 structure 52 nf^i~ me XV wh^p1 =H r^a,,^ n _ A _ 
chl<TPphpnYl) 

This compound (2.2 mg. 4%) was obtained along with Compound 402 as described above 
(EXAMPLE 302). Data for compound 403: Rf=0.38 (silica gel, 25% EtOAc:hex); 
lHNMR(400MHz.CDCl 3 ) 7.56 (d, 7 = 8.5, 1 H),731 (d.7=8.5. 1 H). 7.20 (d. 7 = 8.5. 
2 H). 7.10 (d. 7 = 8.5. 2 H). 6.85 (d, 7 = 8.5, 1 H). 6.74 (m. 2 H). 6.35 (s. 1 H). 3.79 (brs. 1 
H). 3.55 (q. 7= 7.5. 7= 7.5. 1 H). 1.45 (s. 3 H), 1.26 (s. 3 H). 0.86 (d, 7= 7.5. 3 H). 
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EXAMPLE 304 



(MS)- 1 .2.3.4-Tetrahvdn>- 1 J> JL4-tetrairothvl-6-tri^ 

(Compound 404. structure 28A of Scheme XXXVIIL where R | =R2=R5=H. 
R3=trifluoromethvL Z=Q1 
5 In a flame dried r.b. flask was dissolved Compound 250 (EXAMPLE 1 50) (50 mg, 1 6 1 . 
umol) in glacial acetic acid (10 mL). To the stirred solution was added para-formadehyde 
(51 mg. 1.61 mmol, 10 equiv). The cloudy yellow solution stirred for 10 min, then 
NaCNBH3 (50 mg, 805 umol, 5 equiv) was added at once. Upon addition the solution 
emitted gas for approx. 5 min then turned a brilliant fluorescent yellow/green. After stirring 

10 at it under a blanket of N2 for 20 h, the solution was slowly poured over ice and quenched 
with NaOH (20%), extracted with EtOAc (2 x 50 mL), washed with brine (2 x 25 mL), 
dried over Na2S04 and concentrated in vacuo to give 51.3 mg (99 %) of Compound 404 as 
a yellow-green solid. Data for Compound 404: Rf = 0.39 (hexanes/EtOAc; 3: 1 ). *H NMR 
(400 MHz, CDCI3) 7.31 (dd, J = 1.5, 1.5, 1 H), 6.44 (s, 1 H), 6.35 (s, 1 H), 2.90 (s, 3 H, N- 

15 CH3). 2.83 (m, partially obscured by Me, 1 H, C4-H), 1.84 (dd, J = 4.2, 13.3, 1 H, C3-H), 
1.53 (dd, J = 13.0, 13.0, 1 H), 1.36 (d, J = 6.6, 3 H, C4-CH3), 1.35 (s, 3 H, C2-CH3), 1.29 
(s,3H, C2-CH3). 



20 (/g/^-5-(3-FurvlV 1 .23.4-tetrahvdro-2.2.4-trimethvN8-Pvranonor5.6>g]Quinoline 

(Compound 405. structure 63 of Scheme XVIII. where R^R^H. R3= 3 -furvh Z==C» 
In a oven dried pressure tube equivuipped with a magnetic stir bar was dissolved 
1^3.4-ter^ydro-2,2,4-trimethyl-7-hydroxyquinoline (EXAMPLE 150) (50.8 mg, 292 
umol), ethyl 3-keto-3-(3-furyl)propionate (0.10 mL, 642 umol. 2.2 equiv) and ZnCl2 (119 

25 mg, 876 umol, 3 equiv) in absolute ethanol (6 mL). The solution was heated at 105°C for 19 
h. The cooled solution was concentrated on Celite™ to give a free flowing powder which 
was purified via silica gel flash column chromatography using a solvent system of 
hexanes/ethyl acetate (4: 1 ) to 14.6 mg ( 16% ) of Compound 405 as a yellow oil. Data for 
Compound 405: Rf = 0.26 (hexanes/EtOAc; 3: 1 ); *H NMR (400 MHz, CDCI3) 7.76 (s, 1 

30 H), 7.58 (dd, J = 1 .4, 3.0, 1 H). 7.48 (s, 1 H), 6.66 (s, 1 H), 6.37 (s, 1 H), 6.06 (s, 1 H), 4.37 
(br s, 1 H, NH), 2.91 (m, 1 H, C4-H), 1.78 (dd, 7 = 4.1, 13, 1 H, C3-H), 1.44 (dd, J = 13, 



EXAMPLE 305 
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13, 1 H, C3-H), 1.33 (d, J = 6.7, 3 H, C4- CH 3 ), 1.31 (s, 3 H, C2- CH 3 ), 1.23 (s, 3 H, C2- 
CH 3 ). 

EXAMPLE 306 

5 5-(3-Fury|)- 1 ,2-dihvdro- 1 .2 .2.4-tetrameAvl-8-pvrano nof 5.6-glquinoline rComp nnnrf dIM 
structure 60 of Sche me XVI. where R^R^rS^h. R3=3>fkirvl Z=Q) 
In a flame dried r.b. flask was dissolved Compound 264 (EXAMPLE 164) (1.1 mg, 3.58 
umol) in glacial acetic acid (3 mL). To the stirred solution was added para-formadehyde 
(1.2 mg, 36 umol. 10 equiv). The cloudy yellow solution stirred for 10 min then NaCNBH3 

10 (1 . 1 mg, 17 umol, 5 equiv) was added at once. Upon addition the solution emitted gas for 
approx 5 min then turned bright yellow. After stirring at rt under a blanket of N2 for 20 h 
the solution was slowly poured over ice and quenched with NaOH (20%), extracted with 
EtOAc (2 x 10 mL), washed with brine (2x10 mL), dried over Na2S04 and concentrated ir 
vacuo to give a impure product that was further purified by preparatory plate 

15 chromatography (silica gel, 1000 urn) using a solvent system of 4: 1 hexanes/EtOAc to 

afford 0.8 mg (70 % ) of Compound 406 as a yellow-green solid. Data for Compound 406: 
Rf = 0.25 (hexanes/EtOAc; 3: 1 ). *H NMR (400 MHz, CDCI3) 7.77 (s, 1 H), 7.57 (d, J = 
1.7, 1 H), 7.30 (s, 1H), 6.66 (d, /= 1.7, 1 H), 6.40 (s, 1 H), 6.07 (s, 1 H), 5.33 (s, 1 H, C3- 
H), 2.89 (s, 3 H, N-CH3), 1.95 (d, J = 1.1,3 H, C4-CH3), 1.38 (s, 6 H, (CH3) 2 ). 

20 

EXAMPLE 307 

5-(3-Furv| VI t 2-dihydro-1 ^.2.4-tetramethvl-8.thiopvranonof5 ^ ? 1 qu inoline (Cnmp o n ^ 

407, structure 29 A of Scheme XXXIX where R j =r3=rS=IL R3 s 3-fiirvl 

In a dry r.b. flask was dissolved LG12066X (5.2 mg, 16.1 umol) in glacial acetic acid (5 

25 mL). To the stirred solution was added para-formadehyde (5.4 mg, 1 60 umol, 1 0 equiv). 
The cloudy red solution stirred for 10 min then NaCNBH3 (5.1 mg, 80 umol, 5 equiv) was 
added at once. After stirring under a blanket of N2 for 12 h the soludon was slowly poured 
over ice and quenched with NaOH (20%), extracted with EtOAc (2 x 20 mL), washed with 
brine (2 x 20 mL), dried over Na2S<>4 and concentrated in vacuo to give an impure product 

30 that was further purified by prep TLC (silica gel, 1000 urn) using a solvent system of 4: 1 
hexanes/EtOAc to afford 3.2 mg (60%) of Compound 407 as a red solid. Data for 
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Compound 407: Rf = 0.39 (hexanes/EtOAc; 3:1). 1 H NMR (400 MHz, CDCI3) 7.21 (d, J 
= 1 .7, 1 H), 7. 1 6 (s, 1 H), 6.5 1 (s, 1 H), 5.42 (s, 1 H. C3-H), 2.90 (s, 3 H, N-QI3), 2.00 (d, / 
= 1.1,3H, C4-CH3), 1 .4 1 (s, 6 H, (CH3)2). 



5 EXAMPLE 308 

6- Chloro-5-( 3-furvD- 1 .2-dih vdro- 1 .2.2»4-tctramethyl-8-pvranonof5.6-g1quinoIine 
(Compound 408. structure 60 of Scheme XVI. where R ] =R^=H. R2=chloro. 
R3=trifluornmethvL Z=Q) 

In a dry r.b. flask was dissolved Compound 258 (EXAMPLE 158) (5.9 mg, 17.2 pmol) in 
10 glacial acetic acid (5 mL). To the stirred solution was added para-formadehyde (5.5 mg, 172 
pmol, 10 equiv). The cloudy yellow solution stirred for 10 min then NaCNBH3 (5.8 mg, 86 
pmol, 5 equiv) was added at once. After stirring under a blanket of N2 for 12 h the solution 
was slowly poured over ice and quenched with NaOH (20%), extracted with EtOAc (2 x 20 
mL), washed with brine (2 x 20 mL), dried over Na2S04 and concentrated in vacuo to give 
1 5 an impure product that was further purified by 3 consecutive prep TLCs (silica gel, 1000 
jim) using a solvent system of 4: 1 hexanes/EtOAc to afford 2.5 mg (40%) of Compound 
408 as a orange/yellow solid. Data for Compound 408: Rf = 0.36 (hexanes/EtOAc; 3: 1 ). 
*H NMR (400 MHz, CDCI3) 7.32 (d, J = 1 .7, 1 H), 6.33 (s, 1 H), 5.38 (s, 1 H, C3-H), 2.88 
(s, 3 H, N-CH3), 1,99 (d, 7= 1.1,3 H, C4-CH3), 1 39 (s, 6 H, (CH3)2). 

20 

EXAMPLE 309 

1 »2.3»4-Tetrahvdro-2.2.4. 1 0-tetramethvl-6-trifluoromethvl-8-pvridonor5,6-glQuinoline 
(Compound 409. structure 63 of Scheme XVIII. where Rl=methvL R2=FL 
R3=trifluoromethvl. TsNHI 
25 7-/m-Butvloxvcartamovl-1.23.4-tet^ (structure 72 of 

Scheme XVIII. where R*=methvl. P=r-butoxv. Z=NH). This compound was prepared from 

7- terr-butyIoxycarbairoyl-l,2^ihydi^ (EXAMPLE 155) (4.50 
g, 14.9 mmol) according to the general hydrogenation procedure previously described 
(EXAMPLE 160), affording 4.48 g (99%) of the desired tetrahydroquinoline as a white 

30 solid. Data for 7-rerr-butyloxycarbamoyl- 1 ^3,4*tetrahydro-2^,4,8-tetramethy Iqui noline: 
*H NMR (400 MHz, CDCI3) 7.03 (d, 1H, 7 = 8.3, 5-H), 6.81 (d, 1H, 7 = 8.2, 6-H), 6.13 (br 
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s. 1H.BOCN//). 3.43 (brs.2H.N// 2 ), 2.91 (ddq, 1H./=19.0. 1 2.8. 6.6, 4-H), 1.96 (s,3H. 
8-CH3). 173 and 1.40 (d of ABq. 2H, Jab = 12.8, J A = 5.6, Jfe = 12.6, 3-H). 1.31 (d.3H. ) 
= 6.7, 4-C//3), 1.28 and 1.16 ppm [2s, 2 x 3H. 2-(C//3) 2 ]. 

5 7 -ATO'nP- » i2-dihvqTO-2.2.4.8-tetramethvlouinoline This compound was prepared by 
General Method 12 (EXAMPLE 147) from 7-fm-butyloxycarbainoyl-U3,4-tetrahydro- 
2,2.4,8-tetramethylquinoline (4.48 g. 14.9 mmol) to afford 2.92 g (96%) of the desired 
aniline as a light reddish oil. Data for 7-amino-l,2-dihydro-2,2,4,8-tetramethylquinoline: 
*H NMR (400 MHz, CDC1 3 ) 6.89 (d. 1H. J = 8.1. 5-H), 6.14 (d. 1H. 7 = 8.2, 6-H). 3.42 (br 
s.3H.Nff 2 , N/0, 2.87 (ddq. lH.y = 18.7, 12.7. 6.4, 4-H), 1 .90 (s, 3H, 8-C//3), 1.70 and 
1.39(dof ABq, 2H,7AB= 12.8.7 A = 5.6.yB= 12.5, 3-H), 1 .29 (d, 3H, J = 6.7, 4-C// 3 ), 
1 .27 and 1 . 16 ppm [2s. 2 x 3H, 2-(C#3)2). 

l^^Tetrahydro-^.IO-tetrame^ This 
compound was prepared by General Method 13 (EXAMPLE 147) from 7-amino- 1,2,3,4- 
tetrahydro-2A4,8-tetramethyIquinoline (2.92 g. 14.3 mmol) and ethyl 4,4,4- 
trifluoroacetoacetate (3.13 mL, 21.4 mmol. 1.5 equivuiv) to afford 2.04 g (44%) of 
Compound 409 as a pale fluorescent-yellow solid. Data for Compound 409: mp 239-40 °C; 
>H NMR (400 MHz, CDCI3) 9.70 (br s. 1H. CONfl), 7.50 (s. 1H, 5-H), 6.68 (s. 1H. 7-H), 
4.13 [brs. 1H.(CH 3 )2CN«], 3.00 (ddq, 1H. J= 12.9, 12.4. 6.3, 4-H), 2.15 (s.3H, IO-CH3). 
1.83and 1 .46 [dd of ABq, 2H, JAB = 1 3.0, ./a = 5.3, 1 .6 Hz (3-Hequi v), Jb = 1 2.9, 0 Hz 
(3-Hax)], 1 .40 (d, 3H. J = 6.6, 4-C// 3 ). 1 .36 and 1 .25 ppm [2s, 2 x 3H, 2-(C// 3 )2]. *3 C 
NMR(100MHz,CDCI 3 )d 162J, 144.9, 139.1, 137.1, 124.3, 122.7. 120.9, 113.8, 105.7, 
101.6, 50.2. 43.5. 31.8, 28.9. 27.6, 20.1. 9.7 ppm. AnaL Calcd for C17H19F3N2O: C, 
25 62.95; H, 5.90; N. 8.64. Found: C, 63.02; H. 6.01 ; N, 8.48. 

EXAMPLE 31(1 

(^-1,2,3,4-Tttrahvdro^nw^ 

(Compound 410, structure 33A of ggh emg XI,. whem R 1-3 =R 6= H l?4 =TTV , fhY , 
30 R^^flunmm^Yn 
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3-(^M^QXyaniiliilo)pr9pioniiQ acfl. To a oven dried 500 mL rb flask equivuipped with a 
magnetic stir bar and a water cooled reflux condenser was dissolved anisidine (5 mL, 44.6 
mmol) in toluene (70 mL). The stirred solution was heated to reflux and acrylic acid (3.0 
mL, 44.1 mmol, 1 equiv) was dripped in over a 10 min period to give a clear colorless 
5 solution. After heating at reflux for 3 h the dark red solution was cooled to rt and 

concentrated in vacuo to remove both the unreacted acrylic acid and toluene to give a 6.4 g 
of a 1: 1 mixture of the desired amino acid and anisidine as a red viscous oil. Data for 3-(3- 
Methoxyanilino)proionic acid: Rf = 0. 1 (hexanes/EtOAc, 3: 1 ); 1 H NMR (400 MHz, 
CDCI3) 9.08 (br s. 1 H, NH), 7.28 (d, J = 4.3, 1 H), 7J2 1 (dd, 7=8.1,8.1, 1 H), 7.03 (dd, J 
10 = 1 .3, 7.9, 1 H), 6.67 (dd, J = 2.3, 8.4, 1 H).3.80 (s, 3 H), 3.58 (s, 2 H), 2.33 (s, 3 H). 

1 J2.3.4-Tet rahvdro-7-memoxv-4-quinolone . To a oven dried 500 mL ib flask equivuipped 
with a magnetic stir bar and a N2 gas inlet, the material obtained above was dissolved in 
PPA (-150 mL). The resulting red viscous solution was heated at I00°C with constant 

15 stirring under a blanket of N2 for 12 h. The still warm solution was carefully poured over 
ice (1 L) and while vigorously stirring the iced solution with a metal stir rod the reaction 
was quenched by slow addition of a sat. K2CO3 solution. The near neutral solution was 
extracted with CHCI3 (5 x 150 mL), washed with brine (2 x 100 mL), dried over Na2S04 
and concentrated in vacuo to give an impure solid. The solid was purified by taking up in 

20 EtOAc and concentrating the liquor on Celite™ to give a free flowing powder which was 
purified via flash column chromatography (silica gel, CH2CI2 /MeOH, 95:5) to give 1.2 g 
(62%) of l,23,4-tetrahydro-7-methoxy-4~quinolone as a yellow solid. Data for 1,2,3,4- 
tetrahydro-7-methoxy-4-quinolone: Rf = 0.43 (CH2Cl2/MeOH, 95:5); *H NMR (400 
MHz* CDCI3) 7.79 (d, J = 8.8, 1 H), 6.3 1 (dd, J = 2.0. 8.9, 1 H), 6.08 (d, J = 2.0, 1 H), 4.54 

25 (br s, 1 H, NH), 3.78 (s, 3 H, OCH3), 3.54 (td, J = 1 .7, 8.0, 2 H), 2.63 (t, J = 7.0, 2 H). 

l^Butoxvcarbonvl-L2.3.4>tetrahvdix>>7>memoxv-4^uinolone (structure 31 A of Scheme 
XL. where R^^Hl . To a flame dried 250 mL rb flask equivuipped with a magnetic stir 
bar and a N2 gas inlet was dissolved l,23,4-tetrahydn>-7-methoxy-4-quinolone (1.18 g, 
30 6.67 mmol) and BOC anhydride (2.03 g, 9.33 mmol, 1 .33 equiv) in anhydrous THF (60 

mL). The solution was cooled to 0°C and NJ^-dimethy]-4-aminopyridine (DMAP) (1.30 g, 
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10.7 mmol, 1 .6 equiv) was added with constant stirring. After stirring over N2 for 1 6 h the 
reaction was carefully quenched with 10% NaHS0 4 solution (20 mL). The biphasic solution 
was extracted with EtOAc (3 x 50 mL), washed with brine (2 x 50 mL). dried over Na2S04 
and concentrated in vacuo to give 1 .65 g (90%) of l-r-butoxycarbonyl-U3,4-tetrahydro-7- 
5 methoxy-4-quinolone as an off white solid. Data for 1 -r-butoxycarbonyl- 1 ,2,3,4-tetrahydro- 
7-methoxy-4-quinolone: Rf= 0.31 (hexanes/EtOAc, 3:1); *H NMR (400 MHz, CDCI3) 
7.27 (d,y= 1.6, 1 H), 7.06 (d, J = 8.5, 1 H).6.61 (dd, J = 2.4. 8.5, 1 H).3.78 (s.3 H).3.71 
(t, J = 6.0. 2 H). 2.82 (m, 1 H). 2.02 (m. 1 H), 1 .57 (m, 1 H). 1 .27 (d, J = 7.0, 3 H). 

10 tfiffih 1 -'-Butoxvcarbonvl- 1 .2.3.4-tRtr a h vdro-4.hvdroxv-4-methvU7-niethoxvq iiinnlin > . To a 
flame dried 250 mL 3-necked rb flask equivuipped with a magnetic stir bar was added 
Ce(ni)C|.7 H2O (2.74 g. 7.35 mmol, 2 equiv). The flask was heated in a 140°C oil bath 
under reduced pressure (- 1 torr) for 2.5 h. The flask was cooled to rt and slowly filled with 
N 2 g. The white powder was suspended in dry THF (30 mL), stirred at it for 1 h and then 
1 5 cooled to -78°C. To the white suspension was added a 1 .4 M solution of methyl lithium 
(MeLi) in Et20 (5.25 mL, 7.35 mmol. 2 equiv) by syringe. The dark yellow/brown solution 
stirred at -78°C for 1 hand then l^butoxycarbonyl-l,23.4-tetrahydro-7-methoxy^- 
quinolone dissolved in 3 mL THF was added. The solution stirred at -78 °C for 3 h and was 
warmed to 0°C for 2 h. The reaction did not go to completion and starting material was 
20 observed by TLC (silica gel. hexane/EtOAc, 3:1). The reaction was quenched with H2O ( 1 
mL) and allowed to warm to rt. The solution was neutralized with sat NH4CI solution (5 
mL), extracted with EtOAc (3 x 100 mL), washed with brine (1 x 100 mL), dried over 
Na2S04 and concentrated in vacuo to give a mix of the desired alcohol and starting 
material. The mixture was taken up in EtOAc and concentrated on Celite™ to give a free 
25 flowing powder which was purified via flash column chromatography (silica gel. 
hexanes/EtOAc. 3: 1 ) to give 796 mg (74%) of the desired product as a vicious clear 
colorless oil. Data for 1 -r-butoxycarbonyl- 1 ,2,3,4-tetrahydro-4-hydroxy-4-methyl-7- 
methoxy-quinoline: Rf = 0.20 (hexanes/EtOAc, 3: 1); *H NMR (400 MHz. CDCI3) 7.42 (d, 
J = 8.7, 1 H), 7.33 (d, / = 2.5, 1 H), 6.66 (dd, J = 2.5, 8.6. 1 H). 3.98 (m, 1 H). 3.79 (s. 3 H. 
30 OCH3). 3.61 (m, 1 H), 1 .98 (m, 2 H), 1 J8 (s. 3 H). 1 .53 (s. 9 H). 
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(R/S)-\ -r-Butoxvcarbonvl-l JZ3.4-tetrahydix>^methvl-7-mctfaoxv-quinoline 
To a oven dried 250 mL rb flask equivuipped with a magnetic stir bar was dissolved 1 -t- 
butoxycarrjonyl-l,2 t 3,4-teti^ydfo^hya^^ (44 mg, 150 

5 umol) in EtOAc (15 mL). The flask was repeatedly evacuated and flushed with N2 then a 
catalytic amount of 10% Pd on C (-5 mg) was added. The flask was again evacuated and 
flushed with N2 several times and then H2 was introduced by balloon. The solution was 
stirred under H2 for 12 h. The flask was again evacuated and flushed with N2 several times 
to remove any residual H2 and the solution was filtered through a pad of Celite™ and 

1 0 concentrated in vacuo to give the desired amine (37.0 mg, 133 umol, 90% yield) as a clear 
colorless oil. Data for l-r-butoxycarbonyN1^3»4-teti^ydro^methyl-7-methoxy-quinoline: 
Rf = 0.59 (hexanes/EtOAc, 3:1); *H NMR (400 MHz, CDCI3) 7.28 (d, J =2.3, 1 H, Ar-8), 
7.07 (d, J =8.5, 1 H, Ar-5), 6.61 (dd, J =2.5, 8.5. 1 H, Ar-6), 3.78 (s, 3 H, OMe), 3.71 (dd, J 
=6. 1 , 12.2, 2 H, C2-H), 2,83 (m, 1 H, C4-H), 2.00 (m, 1 H, C3-H), 1 .58 (m, 1 H, C3-H), 

1 5 1 .53, (s. 9 H, (CH3)3X 1 27 (d, / =7.0 Hz. 3 H, C4-CH3). 

(/g/5V1.2.3.4-Tetrahvdro>4-methvl-7-methoxvqutnoHne . To a oven dried 250 mL r.b. flask 
equivuipped with a magnetic stir bar and a N2 gas inlet was dissolved 1 -r-butoxycarbonyl- 
1^3,4-tetrahydro^methyl-7-rnethoxy-quinoline (678 mg, 2.44 mmol) in CH2CI2 (15 mL). 

20 To the stirred solution was added trifluoroacetic acid (TFA) (2 mL) at rt. The solution 
stirred under N2 for 2 h and then quenched with sat NaHC03 solution (25 mL), extracted 
with CH2CI2 (3 x 20 mL), washed with brine (I x 30 mL), dried over Na2S04 and 
concentrated in vacuo to give 370 mg (77%) of the desired quinoline as a clear colorless oil. 
Data for 1 ^3»4-teu^ydro^methyl-7-methoxyquinoline: Rf = 0.32 (hexanes/EtOAc, 3: 1 ); 

25 1 H NMR (400 MHz, CDCI3) 6.95 (d, J =8.1. 1 H, Ar-5), 6.22 (dd, J =2.5, 8.3, 1 H, Ar-6), 
6.03 (d, J =2,6, 1 H, Ar-8), 3.86 (br s, 1 H, NH), 3.73 (s, 3 H, OMe), 3.28 (m, 2 H, C2-H), 
2,85 (m, 1 H, C4-H), 1.95 (m, 1 H, C3-H), 1.64 (m, 1 H, C3-H), 1.25 (d, J =6.9, 3H, C4- 
Me). 



30 



1 >2.3.4-Tetrahvdro-7-hvdroxv-4-methvlquinoline . To a flame dried 25 mL rb flask 
equivuipped with a magnetic stir bar and a N2 gas inlet was dissolved 1 ,23,4«tetrahydro-4- 



WO 96/19458 



PCT/US95/16096 



269 



10 



15 



memyl-7-methoxyquinoline (17.7 mg, 100 pmol) in CH 2 Cl2 (3 mL). The solution was 
cooled to 0°C under a blanket of N 2 and then 250 uL of a 1 .0 M solution of BBr3 in 
hexanes (250 pmol. 2.5 equiv) was added at once by syringe. The stirred solution was 
wanned to rt and allowed to react for 3 h. The reaction was quenched with H 2 0 (1 mL). 
neutralized with sat. NaHC0 3 (4 mL) and extracted with CH 2 C1 2 (5 x 50 mL). dried over 
Na 2 S0 4 and concentrated to give 1 2 mg (66%) of the desired phenolic quinoline as a light 
yellow oil. Data for (iV5)- l. 2 ,3.4-tetrahydro-7-hydroxy-4-methylquinoline: Rf = 0.15 
(hexanes/EtOAc, 3:1); J H NMR (400 MHz. CDCI 3 ) 6.91 (d, .7=8.7, 1 H). 6.1 2 (dd,/ = 
2.5. 8.3. 1 H). 5.97 (d. J= 2.5. 1 H). 3.27 (m. 2 H. C2-H). 2.84 (m. 1 H. C4-H). 1.95 (m. 1 
H. C3-H). 1 .66 (m. J H. C3-H). 1.25 (d. J = 6.9, 3 H. C4-CH3). 

^-).2^Trtnthvriro^methvl.^^ 

(Compound 4|0 sm.cn.reTtAofSA^Yl , where R 1-3— r6^h 04.^ ., 
R s =trifluorome t hvn • In an oven dried pressure tube equivuipped with a magnetic stir bar 
was dissolved (/V5>U3.4-tetnmydn>-7-hydroxy-4-methylquinoline (1 1.7 mg. 64.6 umol) 
and trifluoromethyl ethyl acetoacetate (20 uL. 146 umol, 22 equiv) and ZnCl 2 ( 20 mg) in 
0.5 mL absolute ethanol. The light yellow solution was heated at 98 °C for 2 0 h and cooled 
to rt. The dark green solution was concentrated on CeliteTM to give a free flowing powder 
which was purified via silica gel flash column chromatography using a solvent system of 
hexanes/ethyl acetate (4:1) to give 1 2 .4 mg (66%) of Compound 410 as a yellow solid. Data 
for Compound 410: Rf = 0.19 (hexanes/EtOAc. 3: 1); *H NMR (400 MHz, CDCI3) 7. 2 9 (s. 
1 H). 6.36 (m. 2 H). 4.70 (br s, 1 H. NH). 3.43 (m. 2 H, C2-H). 2.95 (m. 1 H, C4-H), 1 .97 
(m. 1 H. C3-H), 1.72 (m, 1 H, C3-H). 1.31 (d, J = 7.0. 3 H, C4-CH 3 ). 

25 ^ EXAMPLE 311 

stni CB ,re37Aof > Srh«n ff Yf 1 where R 1-2^6^ R 3 =R4=methv , p5 strifhlnmm< , th ' 

x=o> 

J^-DihYdrp-2 , 2 Kiin r fhYl-7^1.1.1-Trimethvlacetoxvkn,mr,li n . (stnich.r* «A ^ f^ nr 
30 Wl * re R 1 =R 2 =H.R 3 =R 4 =m P thvl.fer-h»rv l In a oven dried pressure ^ 

equivuipped with a magnetic stir bar was dissolved O-pivaloyl-3-aminophenol (EXAMPLE 
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138) (4.8 g, 25.0 mmol, 1.5 equiv) and 3-methyl-3-acetoxy-l-butyne (2.1 g, 16.7 mmol, 1 
cquiv) in dry THF (-5 mL). To the stirred solution was added CuCJ (240 mg, 25 rranol, 
0. 1 5 equiv). The sealed pressure tube was heated at 98 °C for 5 h, cooled to rt and 
concentrated on Celite™ to give a free flowing powder which was purified via flash 
5 column chromatography (silica gel, hexanes/EtO Ac, 5: 1 ) to give 1 .2 g ( 1 8%) of the desired 
product as an off white solid. Data for 1 ,2-dihydro-2,2-dimethy l-7-( 1,1,1- 
trimethylacetoxy)quinoHne: Rf = 0.80 (hexanes/EtOAc, 3:1); 1 H NMR (400 MHz, CDCI3) 
6.83 (d, J s 8.0, 1 H), 6.23 (m, 2 H), 6. 1 2 (d, J = 2. 1 , I H), 5.42 (d, J = 9.7, 1 H), 3.67 (br s, 
1 H), 1.31 (s,9H), 1.29 (s,6H). 13 C NMR(100MHz,CDCl3) 177, 151, 130, 127, 123, 
10 1 17, 109, 105, 52, 49, 31, 27. 

K2-Dihvdro-7-hvdroxv-2.2-dimethvIquinoline . To a oven dried rb flask was dissolved 1 ,2- 
dihydro-2^-dimethyl-7-(l,lJ-trimethylacetoxy)quinoline (48 mg, 185 pmol) in absolute 
ethanol (5 mL) and H2O (1 mL). To the stirred solution was added a catalytic amount of 
15 20% aqueous NaOH solution (-0.2 mL). After 1.5 h the dark purple solution was diluted 
with H2O (10 mL), EtOAc (15 mL) and quenched with sat. NH4CI solution (5 mL). The bi- 
phasic solution was extracted with EtOAc (4 x 20 mL), washed with brine (2 x 30 mL), 
dried (Na2S04) and concentrated in vacuo to give 3 1 mg (96%) of the desired phenolic 
amine, which was used without further purification. 

20 

1 .2-Dihvdro-2.2^imethvl-6-trifluoromethvl-8-pvranonor5.6-^1quinoline (Compound 411. 
structure 37A of Scheme XLI. where R* -2=1*6=11. R 3 =R 4 =methv1. R 5 =trifluoromethvl. 
X=Q) . In a oven dried pressure tube equivuipped with a magnetic stir bar was dissolved 
l,2-dihydro-7-hydroxy-2^-dimethylquinoline (31 mg, 177 iimol), ethyl (4,4,4- 

25 trifluoroacetoacetate) (75 mg, 408 nmol, 2.2 equiv) and ZnCl2 (75 mg, 550 pmol, 3 equiv) 
in absolute EtOH. Upon addition of the ZnCl2 the solution went a dark brown. The sealed 
pressure tube was heated at 105 °C for 16 h, cooled to rt and concentrated on Celite™ to 
give a free flowing powder which was purified via flash column chromatography (silica gel, 
hexanes/EtOAc, 5: 1) to give 23 mg (4.4%) of Compound 411 as a bright yellow solid. 

30 Data for Compound 411: Rf = 0.3 1 (hexanes/EtOAc, 3: 1 ); *H NMR (400 MHz, CDCI3) 
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7.1 1 (s, 1 H), 6.41 (s, 1 H), 6.32 (s, 2 H), 5.58 (d. J = 8.0, I H), 4.39 (br s, 1 H). 1.55 (s, 6 
H). 

EXAMPLE 312 

U3.4-T<ttnfrvdrp-2.2^i^ (Comp ound 

5 4U structure 40A of Scheme XLIL where Rl-2 =R 6 =rR R 3 =R 4 =methv , 
R^^trifluoromethvl. X=Ol 

I t2 1 3,4-Tetrahvdro-2.2-dimethvl-7-f 1 - I J -trimcthvlacetox y)auinoHrte (structure 39A of 
Scheme XLIL where rUr2=h. R3=R 4 =metnvL P=/-butvL X=OY To a oven dried 250 
mL rb flask equivuipped with a magnetic stir bar and a N2 gas inlet was dissolved 1,2- 
1 0 dihydro-2,2-dimethyl-7-( 1,1 J -trimethylacetoxy)quinoline (EXAMPLE 3 1 1 ) (47 mg, 1 92 
Mmol) in dry EtOAc (5 mL). The flask was repeatedly evacuated and flushed with N2 then 
a catalytic amount of 10% Pd on C (-10 mg) was added. The flask was again evacuated and 
flushed with N2 several times and then H2 was introduced by balloon. The solution was 
stirred under H2 for 13 h. The flask was again evacuated and flushed with N2 several times 

1 5 to remove any residual H2 and the solution was filtered through a pad of Celite™ and 

concentrated in vacuo to give the desired amine (38.0 mg, 154 pmol, 81% yield) as an off 
white solid. Data for U,3,4-tetrahydro-2,2-dimethyN7Kl J,l-trimethylacetoxy)quinoline: 
Rf = 0.54 (hexanes/EtOAc, 3: 1 ); 1 H NMR (400 MHz, CDCI3) 6.93 (d, J m 8. 1 1 1 H), 6.26 
(dd,/=2.3, 8.1, 1 H), 6.13 (d, 7 = 2.1, 1 H), 3.59 (brs, 1 H), 2.73 (t, J = 6.7, 2 H), 1.67 (t,/ 

20 = 6.7, 2 H), 1 .32 (s, 9 H), 1. 1 8 (s, 6 H). 

]t2 t 3 1 4>Tetrahvdro-7>hvdroxv-2,2-di methvlQuinoline . To a oven dried rb flask was 
dissolved U3,4-teti^ydn>-2,2K^ 154 
Mmol) in absolute ethanol (5 mL) and H2O (1 mL). To the stirred solution was added a 

25 catalytic amount of 20% aqueous NaOH solution (-0.2 mL) and stirred under N2 at rt. After 
3 h the dark purple solution was diluted with H2O (10 mL), EtOAc (15 mL) and quenched 
with sat NH4CI solution (5 mL). The bi-phasic solution was extracted with EtOAc (4 x 20 
mL), washed with brine (2 x 30 mL), dried (Na2S04) and concentrated in vacuo to give 25 
mg (92%) of the desired phenolic amine as a light yellow oil. Data for l,23,4-tetrahydro-7- 

30 hydroxy-2,2^imethylquinoline: Rf = 0.22 (hexanes/EtOAc, 3: 1 ); 1 H NMR (400 MHz, 
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CDCl3)6.82 (o\/=8.1, 1 H), 6.09 (dd, J = 2.6, 8.2, 1 H), 5.93 (d,/=2.4, 1 H),2.68 (t,7 = 
6.7, 2 H), 1.67 (t, J = 6.7, 2 H), 1.19 (s, 6 H). 

1 ^.3.4-Tetrahvdro-2.2^ (Comp ound 
5 412, structure 40A of Scheme XLII. where Rl-2 =R 6 ==R 8 =H , R3 =R 4 =methvl 

R 5 =trifluo romethvl. X=OA In a oven dried pressure tube equivuipped with a magnetic stir 
bar was dissolved l T 2,3,4-tetrahydro-7-hydroxy-2^-dirnethy]quinoline (25.1 mg, 142nmol), 
TFEEA (62 mg, 338 Mmol, 2.2 equiv) and ZnCl2 (62 mg, 462 junol, 3 equiv) in absolute 
EtOH. The sealed pressure tube was heated at 105 °C for 13 h, cooled to rt and concentrated 
10 on Celite™ to give a free flowing powder which was purified via flash column 

chromatography (silica gel, hexanes/EtOAc, 5: 1 ) to 26.3 mg (60%) of Compound 412 as a 
bright yellow solid. Data for Compound 412: Rf = 0.31 (hexanes/EtOAc, 3:1); 1 H NMR 
(400 MHz, CDCI3) 7.26 (s, 1 H), 6.37 (m, 2 H), 4.52 (br s, 1 H)m, 2.83 (t, J = 6.6. 2 H), 
1 .74 (t, J = 6.6, 2 H), 1 .28 (s, 6 H). 

15 

EXAMPLE 313 

1.2t3ATetrahvdi^6>trifluoromethvl-8>p vranonor5.6-glquinoHne fCompound 413. structure 
45 A of Scheme XLJIL where Rl=H. R^trifiuoromethvh . 

3-Methoxv-rra/ty indanone oxime ( Compound 43A. Scheme XLIIIV To an oven dried 250 
20 mL rb flask equivuipped with a magnetic stir bar, a N2 gas inlet and a water cooled reflux 
condenser was dissolved 7-methoxyindanone (2.0 g, 12.3 mmol). Et3N (3.0 mL, 21 .5 mmol, 
1 equiv) and NH2OH HCI (1,48 g, 21.5 mmol, 1 equiv) in MeOH (50 mL). The clear 
colorless solution was heated at reflux for 12 h, cooled to rt and partially concentrated under 
reduced pressure to half the original volume. The liquor was diluted with H2O (25 mL) and 
25 extracted with EtOAc (4 x 50 mL), washed with brine (3 x 25 mL), dried (Na2S04) and 

concentrated in vacuo to afford 2.14 g (99%) of the desired adduct as a white solid. Data for 
3-methoxy-rranj-indanone oxime: Rf = 0.23 (hexanes/EtOAc, 3:1); 1 H NMR (400 MHz, 
CDCI3) 8.01 (br s, 1 H), 7.47 (d, / = 2.4, 1 H), 6.88 (dd, J = 2.4, 8.3. 1 H), 6.82 (d, J = 8.3, 
1 H). 3.30 (s, 3 H), 2.79 (m, 2 H), 2.44 (t, J = 6.7, 2 H). 
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1 A3,4-TetrahYdro-7.m g thQXYquino)ine (Compound 44A Srh^ vi m, l„ a flame dried 
100 mL rb flask equivuipped with a magnetic stir bar, a N2 gas inlet and a water cooled 
reflux condenser was dissolved 3-methoxy-rra/tr indanone oxime (280 mg, 1.10 mmol) in 
dry THF. Under a blanket of N2 the solution was cooled to 0°C and a 1 .0 M solution of 
5 LAH in pentane (0.5 mL, 5.0 mmol, 4.3 equiv) was added via syringe. The solution was 
then heated to reflux for 4.5 h. The solution was cooled to rt and quenched with H2O (2 
mL), extracted with EtOAc (3 x 25 mL), washed with brine (50 mL), dried over Na2S04 
and concentrated on Celite™ to give a free flowing powder which was purified via flash 
column chromatography (silica gel, hexanes/EtOAc, 3: I ) to give 1 4 mg (8%) of the desired 
1 0 adduct as an off white solid. Data for 1 ,2,3,4-tetrahydro-7-methoxyquinoline: R f = p.35 
(hexanes/EtOAc, 3: 1 ); X H NMR (400 MHz, CDCI3) 6.84 (d. J = 8.0, 1 H), 6. 1 9 (dd, J = 
2.5, 8.2, 1 H), 6.03 (d, J = 2.5, 1 H), 3.81 (br s, 1 H), 3.73 (s. 3 H). 3.27 (m. 2 H), 2.69 (t, J 
= 6.4,2H), 1.91 (m,2H). 

1 5 HA^.^tetrahy^^-hYdroxyquingline . In a flame dried 1 00 mL rb flask equivuipped with a 
magnetic stir bar and a N2 gas inlet was dissolved U,3,4-tetrahydro-7-methoxyquinoline 
(14.0 mg, 85.8 umol) in CH2CI2 (-3 mL). The solution was cooled to -78°C under a 
blanket of N 2 and a 1.0 M solution of BBr3 in CH 2 CI 2 (0.25 mL, 250 umoI, 3 equiv) was 
added via syringe. The solution stirred at -78°C for Ih, warmed to 0°G for 1 h and rt for 2 h. 

20 The reaction was quenched with H20 (2 mL), extracted with CH2CI2 (3 x 20 mL), washed 
with brine (2 x 20 mL). dried (Na2S04) and concentrated in vacuo to afford 12 mg (88%) of 
the desired adduct as a yellow oil. Data for U.3,4-tetrahydro-7-hydroxyquinoline: Rf = 
0.21 (hexanes/EtOAc, 3: 1); *H NMR (400 MHz, CDCI3) 6.79 (d, J = 8.2, 1 H), 6. 12 (dd, / 
= 2.4, 8.0, 1 H), 6.04 (d, J . 2.3, 1 H), 4.78 (br s, 1 H), 3.27 (m, 2 H). 2.67 (m, 2 H), 1 .91 

25 (m. 2 H). 



U.3,4-Tet^hYdro-6^fluorotnethvl~8-nvTanonorS.fi-plq uinoline (C.nmncmnd 413 stmrt.,^ 
45A pf Scheme XLIII. where R'=H R2=trifliioromrthvn In a oven dried pressure tube 
equivuipped with a magnetic stir bar was dissolved I ^3.4-tetrahydro-7-hydroxyquinoline 
(1 1.7 mg, 78.5 umol), TFEE A (> 10 fold excess) and ZnCl2 (> 10 fold excess) in absolute 
EtOH (3 mL). The sealed pressure tube was heated at 1 10°C for 16 h, cooled to rt and 
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concentrated on Celite™ to give a free flowing powder which was purified via flash 
column chromatography (silica gel, hexanes/EtOAc, 4:1) to give 8.6 mg, (41%) of 
Compound 413 as a bright yellow solid. Data for Compound 413: Rf = 03 1 
(hexanes/EtOAc, 3:1); *H NMR(400MHz, CDCl3)7.21 (s, 1 H), 6.35 (m,2H), 4.66 (brs, 
5 1 H), 3.40 (m, 2 H) t 2.80 (t, J = 6.3, 2 H), 1 .95 (m, 2 H). 

EXAMPLE 314 

(fl/SM-EthvM .23.4-tetr^ (Compound 
414. structure 33A of Scheme XL. where r1-3=r6=H. R4 =et hvL R^=trifluoromethvn 

10 (RISV 1 -f-Bmoxvcari>on v)-4-ethv1- 1 .2.3.4^etrahvdrtv4-hvdroxv>7-rnethoxvquinoline . To a 
flame dried 250 mL r.b. flask equivuipped with a magnetic stir bar and a N2 gas iniet was 
dissolved (/V^l-/-ButoxycarbonyM,23,4-tet^ (106 mg, 

390 pmol) in dry THF (8 mL). The solution was cooled to 0°C under a blanket of N2 and a 
1 .0 M solution of ethyl magnesium bromide (EtMgBr) in ethyl ether ( 1 .3 mL, 1 .36 mmol, 

15 3.5 equiv)was added via syringe. The solution was stirred at 0°C for 2 h and at rt for 3 h. 

The reaction did not go to completion and starting material was observed by TLC (silica gel, 
hexane/EtOAc, 3:1). The reaction was quenched with H2O (2 mL), extracted with EtOAc 
(4 x 25 mL), washed with brine (40 mL), dried over Na2S04 and concentrated in vacuo to 
give 38 mg (32%) of the desired alcohol as a colorless oil. Data for (R/S}-\-t- 
20 butoxycart>onyM^thyM,2,3,4-tet^ Rf = 0.14 

(hexanes/EtOAc, 3: 1 ); *H NMR (400 MHz, CDCI3) 7.36 (d, J = 8.7, 1 H, Ar-5H). 7.34 (d, 
J = 2.5, 1 H, Ar-8H), 6.67 (dd, / = 2.5, 83, I H, Ar-6H), 4.08 (m, 1 H), 3.86 (br s, 1 H, 
OH), 3.79 (s, 3 H, OMe), 3.43 (m, 1 H), 1.87 (m, 3 H), 1.53 (s, 9 H, t-butyl), 0.859 (t, J = 
7.4, 3 H, -CH3). 

25 

(R/S)-\ -f-Butoxvcarbonvl-4-ethvl- 1 .23.4-tetrahvdro >7>methoxvquinoline . To an oven dried 
250 mL r.b. flask equivuipped with a magnetic stir bar and a N2 gas inlet was dissolved 
(R/Sy 1 -r-butoxycarbonyl-4-ethyl- 1 ^3,4-tetrahydro-4-hydroxy-7-methoxyquinoline (37.6 
mg, 123 urnol) in dry EtOAc (8 mL). The flask was repeatedly evacuated and flushed with 
30 N2 then a catalytic amount of 10% Pd on C (-10 mg) was added. The flask was again 

evacuated and flushed with N2 several times and then H2 was introduced by balloon. The 
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solution was stirred under H2 for 14 h. The flask was again evacuated and flushed with N 2 
several times to remove any residual H2 and the solution was Filtered through a pad of 
Ce)ite ™ ™ d concentrated in vacuo to give 34 mg (95%) of the desired amine as a clear 
colorless oil. Data for (R/Sh 1 -r-butoxycarbonyl-4-ethyl- 1 ,2,3,4-tetrahydro-7- 
5 methoxyquinoline: Rf = 0.52 (hexanes/EtOAc, 3: 1 ); J H NMR (400 MHz. CDCI3) 7.27 (d, 
/ = 23, 1 H, Ar-8H), 7.02 (d, / = 8.5, 1 H, Ar-5H), 6.59 (dd, J « 2.7, 8.4, 1 H, Ar-6H). 3.78 
(s, 3 H, OMe), 3.74 (m, partially obscured by OMe, 1 H), 3.58 (m, 1 H), 2,62 (m, 1 H), 1 .95 
(m, 1 H), 1 .72 (m, 2 H), 1 .53 (s, 9 H. t-butyl), 1 .48 (m, partially obscured by t-butyl, 1 H), 
0.949 (t . / = 7.4. 3 H, -CH3). . 

ffl/?H-Ethv)- 1 .23,4-tetrahvdro-7-methn» vq ninoii^ i„ a oven 4^ 250 mL r.b. flask 
equivuipped with a magnetic stir bar and a N 2 gas inlet was dissolved (R/S)-l-t- 
butoxycarbonyl^emyl-1.2,3,4-tetrahyd^^ (34.O mg, 1 17 pmol) in dry 

CH 2 CI 2 (1 mL). To the stirred solution was added TFA (1.2 mL) at it and was allowed to 
react for 2 h. The dark red solution was quenched with sat NaHC03 solution (10 mL). 
extracted with CH 2 CI 2 (3 x 25 mL), washed with brine (50 mL), dried (Na 2 S0 4 ) and 
concentrated in vacuo to afford 21 mg (95%) of the desired amine as a clear light yellow oil. 
Data for (/VSH^yl-U.3,4-tetrahydrc>-7-methoxyquinoline: Rf= 0.1 (hexanes/EtOAc, 
3:1); *H NMR (400 MHz, CDCI3) 6.92 (d, J = 8.5, 1 H), 6.21 (dd, /= 2.5, 8.2. 1 H), 6.03 
(d, J = 2.5, 1 H). 3.73 (s, 3 H). 3.27 (m. 2 H), 2 .59 (m. 1 H). 1 .86 (m. 1 H), 1 .75 (m. 2 H), 
1 .48 (m, 1 H), 0.968 (t, J = 7.4, 3 H). 

tfy^BthY»-l,2,3,4-tetrahvdro-7-hvdroxvnninoline ^tmct,, ^ 32A ofSrh^e XL. wh^ 
R 1 ' 3 ^, R 4 =ftthyl) . In a flame dried 100 mL rb flask equivuipped with a magnetic stir bar 
and a N 2 gas inlet was dissolved (Rtf)-4-ethy|- U3.4-tetnmyd«>-7-methoxyquinoline (2 1 
mg, 109.9 utnol) in CH 2 C1 2 (4 mL). The solution was cooled to 0°C and a 1.0 M solution 
of BBr3 in CH 2 CI 2 (0.33 mL, 320 umol. 2.75 equiv) was added slowly by syringe. The 
solution was wanned to it and stirred under a blanket of N2 for 9 h. The reaction was 
quenched by addition of sat. NaHC0 3 solution (5 mL), extracted with CH 2 CI 2 (3 x 25 mL), 
washed with brine (2 x 20 mL). dried (Na 2 S0 4 ) and concentrated in vacuo to give 19 mg 
(99%) of the desired phenolic amine as a clear yellow oil. Data for (R/S>4-ethyl- 1 .2.3.4- 
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tetrahydno-7-hydroxyquinoline: , H NMR (400 MHz, CDCI3) 6.85 (d, J = 8 . 1 , 1 H), 6. 1 1 
(dd,7 = 2.4, 8.3, 1 H), 5.98 (d, J = 2.4, 1 H), 3.25 (m, 2 H), 2.57 (m, 1 H), 1.85 (m, 1 H), 
1 .76 (m, I H), 1 .67 (m, 1 H), 1 .5 1 (m, 1 H), 0.940 (1,7= 7.4, 3 H). 

5 (ft/SM-Ethvl- 1 .23.4-tcti^vdrD>6>trifluoromethv]-8 »Dvranonor5.6>glQuino1ine (Compound 
414, structure 33A of Scheme XL. where RLjgR^L R 4 =ethvl. RS^trifiuommethyi) i„ a 
oven dried pressure tube equivuipped with a magnetic stir bar was dissolved (/£/S)-4-ethyl- 
I,2,3,4-tetnmydro-7-hydroxyquinoline (19 mg, 109 umol) and TFEAA (excess) and ZnCl2 
(excess) in absolute EtOH (~3 mL). The sealed pressure tube was heated at 101 °C for 10 h, 

10 cooled to rt and concentrated on Celite™ to give a free flowing powder which was purified 
via flash column chromatography (silica gel, hexanes/EtOAc, 3: 1 ) to give 3 mg (47%) of 
Compound 414 as a bright yellow solid. Data for Compound 414: Rf = 0.19 
(hexanes/EtOAc, 3:1); *H NMR (400 MHz, CDCI3) 7.25 (s, 1 H), 6.38 (s, 1 H), 6.36 (s, 1 
H), 4.70 (br s, 1 H), 3.40 (m, 2 H), 2.70 (m, 1 H), 1 .89 (m, 2 H), 1 .67 n(m, 1 H), 1 .55 (m, 1 

15 H). 0.95 (t, J =7.4. 3 H). 

EXAMPLE 315 

WASH .2.3.4-Tetrahvdro-l _4 ^imethvl-8-pvranonor5.6-g1quinoline f Compound 415. 
structur e 34A of Scheme XL. where r1~3=r6=r8=H. R4=methvl. R^trifluoromethvIV 

20 In a flame dried 100 mL rb flask equivuipped with a magnetic stir bar was dissolved 

Compound 410 (EXAMPLE 310) (10.0 mg, 35.6 umol) in glacial acetic acid (4 mL). To 
the stirred solution was added para-formadehyde (12 mg, 356 umol, 10 equiv). The cloudy 
yellow solution stirred for 10 min then NaCNBH3 (12 mg, 178 umol, 5 equiv) was added at 
once. Upon addition the solution emitted gas for approx 5 min then turned bright yellow. 

25 After stirring for 12 h the solution was slowly poured over ice and quenched with NaOH 

(20%), extracted with EtOAc (2 x 25 mL), washed with brine (50 mL), dried (Na2S04) and 
concentrated in vacuo to give 8.9 mg (86%) of Compound 415 as a yellow-green solid. 
Data for Compound 415: Rf = 0.22 (hexanes/EtOAc; 3: 1 ); *H NMR (400 MHz, CDCI3) 
7.25 (s, 1 H), 6.42 (s, 1 H), 6.35 (s, 1 H), 3.42 (m, 2 H), 3.00 (s, 3 H), 2.91 (m, 1 H), 2.00 

30 (m, 1 H), 1 .72 (m, 1 H), 1 .28 (d, J = 6.8, 3 H). 
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EXAMPLE 316 

(/yy)-4-E»Yl- 1 ,2.3.4-tetrahvdro- 1 -mewvl-S-Dvrannnor S .o-^ouinnlinft fCompn.inri 41 ft 
Sm»cture 34A of Scheme XL, where R'-3=r6 bR 8 b H- R^t hvl. RS^f!.,^ ™ ^^ 
In a flame dried lOOmLrb flask equivuipped with a magnetic stir bar was dissolved 
Compound 414 (8.0 mg, 27.1 |imol) in glacial acetic acid (3 mL). To the stirred solution 
was added /wra-formadehyde (8.0 mg, 271 umol, 10 equiv). The cloudy yellow solution 
stirred for 10 min then NaCNBH3 (8.0 mg, 1 35 |imol, 5 equiv) was added at once. Upon 
addition the solution emitted gas for approx. 5 min then turned bright yellow. After stirring 
for 12 h the solution was slowly poured over ice and quenched with NaOH (20%), extracted 
with EtOAc (2 x 25 mL), washed with brine (50 mL). dried (Na2S04) and concentrated in 
vacuo to give 7.9 mg (94% yield) of Compound 416 as a bright yellow-green solid. Data 
for Compound 416: Rf = 0.23 (hexanes/EtOAc; 3:1); *H NMR (400 MHz, CDCI3) 7. 20 
(s. 1 H), 6.43 (s, 1 H). 6.35 (s. 1 H). 3.47 (m, 1 H). 3.30 (m. 1 H), 3.00 (s, 3 H). 2.68 (m, 1 
H), 1 .89 (m, 2 H). 1 .56 (m, 4 H), 0.980 (d, 7= 7.4, 3 H). 



EXAMPLE 317 

2,2-Djmgthyl-I ,2 , 3 4-tetrahvdro.6-trifloro me thvl-«.p v ridonnr5.6-fl 1 , unoline rComp nnnrf 
417. structure 40A »f Scheme XI T1, where R>-2 rrR 6 =H , R3 =R 4 =m< , thv i 
R5=trifluomm*th Y l) 

20 ?-^-B"tV'oxvcarbamovl-1.2-dihvdm.2 7-Hjm ethvlnuinnlin* (structure 36A ofgchemg 

X1J1, whem R'=R2=H, R3=R . 4=rnethyl) . To a name-dried 200 mL r.b. flask containing 3- 
/m-butylcarbamoylaniline (EXAMPLE 147) (7.7 g. 0.037 mol) in 40 mL of anhydrous THF 
was added CuCl (183 mg, 1.8 mmol). triethylamine (5.15 mL. 0.037 mol) and 3-acetoxy-3- 
methyl-l-butyne (4.66 g, 0.037 mol). The reaction mixture was brought to reflux for 5 h 

25 then cooled to rt and filtered though a short pad of celite. Purification by flash column 

chromatography (silica gel. hexanes/ethyl acetate. 7:3) afforded 6.83 g (67%) of the desired 
propargyl intermediate that was used directly for the next step. The propargyl amine (6.5 g. 
0.0237 mol) was dissolved in 40 mL of anhydrous THF. CuCl (234 mg, 0.0024 mol) was 
added and the mixture was heated to reflux for 16 h. The reaction mixture was diluted with 

30 ethyl acetate (200 mL). and washed with water and brine. The organic layer was dried 

(Na2S04) and concentrated in vacuo to an oil that was subjected to chromatography (silica 
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gel, hexanes/ethy) acetate, 9:1) which afforded 2.24 g (34%) of 7-/m-butyloxycarbamoyl- 
l^-dihydro-2,2-dimethylquinoHne along with 4.1g (63%) of the undesired regioisomer. 
Data for 7-/m-butyloxycarbamoyl-l^-dihydro-2^-dimethylquinoline: *H NMR (400 
MHz, CDCI3) 6.80 (bs, 1H), 6.77 (d, J = 7.4, 1H), 6.33 (bs, 1H), 6.31 (bd, /=7.4, 1H),.6.18 
5 (d,7=9.7. 1H), 5.37 (d, 7=9.7, lH),3.70(bs, 1H), 1.49 (s,9H), 1.27 (s,6H). 

7- Amino- 1 .2.3.4-tetra hvdro-2.2-dimcthvlquinoline . A solution of 1-tert- 
butyloxycarbamoyl-l,2-dihydro-2,2-dimethylquinoline (3.4 g, 0.012 inol) in 150 mL of 
ethyl acetate was hydrogenated under an atmosphere of hydrogen with Pd-C 10% (340 mg) 

10 at rt for 7 h. Filtration over celite afforded 3.7 g ( 1 00%) of pure 7-/m-buty loxycarbamoy 1- 
1 ,2,3,4-tetrahydro-2^-dimethylquinoline. The title compound was prepared by General 
Method 12 (EXAMPLE 147) from 7-rerr-buty loxycarbamoy M^3, 4-tetrahydro-2,2- 
dimethylquinoline (3.7 g, 0.012 mo!) to afford 2.35 g (100%) of 7-amino- 1,2,3 ,4-tetrahydro- 
2,2-dimethy Iquinoline as a light reddish oil. Data for 7-amino- l,2,3,4-tetrahydro-2,2- 

1 5 dimethy Iquinoline: *H NMR (400 MHz, CDCI3) 6.77 (d, J = 7.9, 1 H), 6.00 (dd, J = 7.9, 
2.2, 1H), 5.81 (d,/=2.2, 1H), 3.47 (bs, 1H), 3.40 (bs, 2H), 2.66 (t. J = 6.7, 2H), 1.65 (t,7 = 
6.7, 2H). 1.18 (s,6H). 

2,2-Pimethvl- 1 .2.3.4-tetrah vdro>6-trinoroT nethvN8>Dvridonor5.6>/lquinoline (Comp ound 
20 417. structure 40A of Sch eme XL1I. where RI^rMl R3=rR4 =methv i 

R 5 =trifluorom^hYn» This compound was prepared by General Method 1 3 (EXAMPLE 
147) from 7-amino-l^,3,4-tetrahydro-2^-dimethy Iquinoline (2.35 g, 0.012 mol), ZnCl2 
(2.74 g, 0.02 mol) and ethyl 4,4,4-trifluoroacetoacetate (2.15 mL, 0.013 mol) to afford 1.91 
g (48%) of Compound 417. Data for Compound 417: 1 H NMR (400 MHz, DMSO d6) 
25 11.70(s, lH),7.18(s, lH),6.85(s, lH),6.35(s, 1H), 2.65 (t,/ = 6.6, 2H), 1.61 (t,/=6.6, 
2H), 1.17 (s,6H). 



EXAMPLE 318 

(/^-1.2,3.4-tetrahvdn^ 
30 (Compound 4 i 8 . structure 47A of Scheme XLIV. where r!=r2=H. R3=triflooromethvn 



10 



IS 



20 



W ° 96/19458 PCT/US9S/16096 

279 

1 ,9^1-igrt-Butvtoxvcarhamovl-l ■2-dih Yf <rt>-6.trifluofnin e thvl-2 ? d-t^ ^i.s. 
PYridonorg.e-flquinoline istrucmre 4fiA n f Scheme XI IV. where R l=p2^f 
R^triflwowmftthYl) . To a suspension of NaH 60% in mineral oil ( 1 6 mg, 0.387 mmol) in 1 
mL of anhydrous THF at 0°C. was added dropwise. a solution of Compound 247 
(EXAMPLE 147) (100 mg, 0.32 mmol) and the resulting mixture was stirred at 0 °C for 10 
min. A solution of t-Boc20 (78 mg, 0.355 mmol) in 1 mL of THF was added dropwise and 
the reaction mixture was stirred at rt for 1 h. The reaction mixture was quenched with water 
(1 mL), extracted with ethyl acetate (2x5 mL) and concentrated in vacuo to give 148 mg 
(100%) of a yellow solid that was used directly for the next step. To a solution of 9-tert- 
butyloxycarbamoyl-U-dihydro-2^.4-trimemyl-8-pyridono[5,6-y]quino^ (130 mg. 
0.32mmol) in 10 mL of anhydrous THF at -78°C was added «-BuLi 2.5 M in hexane (121 
mL. 0.32 mmol) and the mixture stirred for 10 min. t-Boc20 (73 mg, 0.33 mmol) in 1 mL 
of THF was added and the reaction mixture stirred at -78»C for 6.5 h. The temperature was 
raised to 0 "C and the mixture quenched with water (3 mL), extracted with ethyl acetate (2 x 
10 mL). dried (Na 2 S0 4 ) and concentrated in vacuo to give a solid residue. Purification by 
flash column chromatography (silica gel, hexanes/ethyl acetate, 8:2) gave 79 mg (48%) of 
1 ^i-rm-rjutyloxycarban^ 

lH NMR (400 MHz, CDC1 3 ) 7.76 (s. 1H), 7.72 (s, 1H). 7.38 (s, 1H), 5.67 (s. 1H). 2.13 (s, 
3H). 1 .62 (s. 3H). 1 .57 (s. 9H). 1 .50 (s. 9H). 



pyridonpfg.fr-flqu i ppKne . A solution of l,9-dwm-l>utyloxycarbamoyl-!,2^ihydro-2,2,4- 
trimethyl.8-pyridono[5.6-yjquinoline (79 mg. 0.155 mmol) in 2 mL of anhydrous THF at rt 
was treated with 388 HL of BH3.THF (1.0 M in THF, 0.388 mmol) for 3 h and was then 

25 quenched with 78 pL of NaHC03 satd't followed by 30% H 2 0 2 (78 nL). The reaction 

mixture was stirred for I h. then 2 mL of water was added. The mixture was extracted with 
ethyl acetate (5 mL). dried (Na 2 S0 4 ) and concentrated in vacuo to an oil that was subjected 
to Hash column chromatography (silica gel, hexanes/ethyl acetate. 7:3) to give 21 mg (32%) 
of ^rt-buryloxycarbamoyl-1.2,3,4-^^ 

30 /Jquinoline. Data for I-te/7-butyloxycarbamoyl-U3.4-tetrahydro-3-hydroxy-2.2,4- 

trimethyl-8-pyridono[5,6-y]quinoline: lH NMR (400 MHz, CDCI3) 12.5 (bs, 1H), 7.51 (s. 
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1H),7.28 (s t 1H),6.85 (s, 1H), 3.19 (dd, 7 = 7.3, 5.2, 1H),2.91 (m, 1H), 2.14 (d, 7 = 7.0, 
1H), 1.65 (s, 3H), 1.55 (s,9H), 1.52 (s,3H), 1.46 (d, 7 = 6.1, 1H). 

(/fr^-1.2.3.4-tetrahvdro-6-m^ 
5 (Compound 418. structure 47A of Scheme XLIV. where r1=r2=H. RB^fluoromethvn 
To a suspension of PCC (50 mg, 023 mmol) in 2 mL of dichloromethane at rt was added 1- 
r*rf-buty loxy carbamoyl - 1 ,23.4-tetrahydro-3-hyatoxy-6-trifluorom 
pyridono[5,6-/)quinoline (16) (10 mg, 0.023 mmol) in 1 mL of dichloromethane. The 
reaction mixture was stirred at rt for 1 .5 h, then it was filtered over celite and the solvent 

10 was removed in vacuo to give a dark oil that was subjected to flash column chromatography 
(silica gel, hexanes/ethyl acetate, 6:4) to give 5.5 mg (56%) of l-rerr-buryloxycarbamoyl- 
l,2,3,4-teti^ydro-6-trifluorome^ that 
was used directly for the next step. The title compound was prepared by General Method 12 
(EXAMPLE 147) from 1 -terr-butyloxycarbamoy I- 1 ^,3»4-tetrahydro-6-trifluoromethyl- 

1 5 2,2 ,4-trimethyl-8-pyridono[5,6-y]-3-quinoHnone (5.5 mg, 0.0 1 3 mmol) to afford 3 mg (7 1 %) 
of Compound 418. Data for Compound 418: 1 H NMR (400 MHz, CDCI3) 1 2.3 (bs, 1 H), 
7.51 (s. 1H), 6.85 (s, 1H), 6.71 (s, 1H), 4.27 (s, 1H), 3.61 (q, 7= 6.3, 1H), 1.55 (d, 7 = 6.3, 
3H), 1.40 (s, 3H), 1.31 (s, 3H). 

20 EXAMPLE 319 

5>Trifluoromethvl>7>Dvridonor5.6>g1indolirie (Compound 419. structure 49A of Scheme 
XLV. where R j =tri fluoromethvl. R^H) 

6-Aminoindoline . A solution of 6-nitroindoline (I g, 6.1 mmol) in 50 mL of ethyl acetate 
was hydrogenated under an atmosphere of hydrogen with Pd-C 10% (100 mg) at rt for 3 h. 
25 Filtration over celite afforded 1.0 g (98%) of 6-aminoindoline. Data for 6-aminoindoline: 
J H NMR (400 MHz, CDCI3) 7.40 (d, 7 = 7.4, 1H), 6.05 (d, 7 = 2.0, 1H), 6.03 ( d, 7 = 7.5, 
1H), 3.67 (bs , 1H), 3.49 (C J a 8.1. 2H), 3.48 (bs. 2H), 2.90 (t, 7 = 8.2, 2H). 

5-Trifluorornethvl-7>Dvridonor5.6>elindoline (Compound 419. structure 49A of Scheme 
30 XLV, where R*strifluoromethvL R^Hl This compound was prepared by General Method 
13 (EXAMPLE 147) from 6-aminoindoline (200 mg. 1.2 mmol), ZnCl2 (262 mg, 1.93 
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mmol) and ethyl 4,4,4-trifluoroacetoacetate (194 mU 1 .32 mmol) to afford 100 mg (32%) of 
Compound 419. Data for Compound 419: *H NMR (400 MHz, DMSO d6) 1 2. 1 (s t 1 H), 
7.31 (s, 1H), 6.82 (s, 1H), 6.49 (s, 1H), 6.40 (s, 1H), 3.59 (t, J = 8.1, 2H), 3.01 (t, 7= 8.1, 
2H). 



8-(4>Ch!omhe nzovlV5>trifluoromethvl-7-pvridonor5.6-g1indoHne (Compound 420, structure 
SOA of Scheme ffLV. where R 1 =trifluromethvL r2=H. R3=4-chlorophenvn. 
To a solution of Compound 419 (EXAMPLE 3 1 9) ( 1 3 mg, 0.05 mmol) in 2 mL of 

10 anhydrous THF at -78 °C was added n-BuLi 2.5 M in hexane (21 mL, 0.05 mmol) and the 
resulting mixture was stirred for 15 min. Then 4-chlorobenzoyl chloride (6.4 mL, 0.05 
mmol) was added and the reaction mixture was slowly brough to rt over a period of 30 min. 
The reaction mixture was quenched with a saturated aqueous solution of NH4CI (1 mL), 
extracted with ethyl acetate (5 mL) and concentrated in vacuo to an oil that was subjected to 

15 flash column chromatography (silica gel, hexanes/ethyl acetate, 8:2) which afforded 3 mg 
( 1 5%) of Compound 420. Data for Compound 420: *H NMR (400 MHz, CDCI3) 8. 1 9 (d, 
J = 8.6, 2H), 7.77 (s, 1H),7.51 (d, J = 8.6, 2H), 7.25 (s, lH),6.99(s, lH),4.45(s, 1H),3.77 
(t, / = 8.0, 2H), 3.28 (t, J = 8.0, 2H). 

20 EXAMPLE 321 

7^it-Butvloxvcari>amovl-1.2-dihvdTO-2J2.8-t rirnemvlouinoHn^ (structure 36A. Scheme 
XLH. where R*=R3 S5R 4 £smcthvL R 2 =rH . P= r-butoxv. X=NHV To aflame-dried lOmLr.b. 
flask containing 3-rm-butylcarbamoyl-2-methylaniline (EXAMPLE 155) (490 mg, 0.0022 
mo!) in 3 mL of anhydrous THF was added CuCI (1 1 mg, 0. 1 mmol), triethylamine (307 

25 mL, 0.0022 mol) and 3-acetoxy-3-methyI- 1 -butyne (278 mg, 0.0022 mol). The reaction 
mixture was brought to reflux for 5 h then cooled to rt and filtered through a short pad of 
celite. Purification by flash column chromatography (silica gel, hexanes/ethyl acetate, 7:3) 
afforded 290 mg (46%) of the desired propargyl intermediate that was used directly for the 
next step. The propargyl amine (290 mg, 0.001 mol) was dissolved in 5 mL of anhydrous 

30 THF, CuCI (5 mg, 0.05 mmol) was added and the mixture was heated to reflux for 1 6 h. 
The reaction mixture was diluted with ethyl acetate (10 mL), and washed with water then 
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brine. The organic layer was dried (Na2S04) and concentrated in vacuo to an oil that was 
subjected to chromatography (silica gel, hexanes/ethyl acetate, 9: 1 ) which afforded 1 14 mg 
(40%) of 7-/err-butyloxyc*rbanTOyl-l,2^fo^ Data for 7-rcrr- 

butyloxycarbamoyl-l^Klihy*o-2^ f 8-trirnethylqumoline: *H NMR (400 MHz, CDCI3) 
5 6.85 (d, 7 = 7.4, lH),6.75(d, J = 7.4, 1H), 6.23 (d, 7 = 9.5, iH),6.18(bs, 1H), 5.42 (o\ 7 = 
9.5. !H), 3.57 (bs. 1H), 1.92 (s, 3H), 1.45 (s,9H), 1.29 (s, 6H). 

7-Amino-1 ^3.4»tetrahvdro«2.2.8-trimethvlquinoline . A solution of 7-terr- 
butyloxycarbamoyl- 1 ^-dihydro-2^,8-trimethy lquinoline (1 14 mg, 0.39 mmol) in 4 mL of 

10 ethyl acetate was hydrogen ated under an atmosphere of hydrogen with Pd-C 10% (1 1 mg) at 
rt for 7 h. Filtration over Celite afforded 60 mg (60%) of 7-terr-butyloxycarbamoyM ,2,3,4- 
tetrahydro-2,2,8-trimethy]quinoline. The title compound was prepared by General Method 
12 (EXAMPLE 147) from 7-rm-butyloxycarbamoyl- 1 ,2,3,4-tetrahydro-2,2,8- 
trimethy lquinoline (60 mg, 0.206 mmol) to afford 30 mg (77%) of 7-amino-l,2,3,4- 

15 tetrahydro-2^,8-trimethylquinoline as a light reddish oil. Data for 7-arnino-l, 2,3,4- 

tetrahydro-2^,8-trimethylquinoline: *H NMR (400 MHz, CDCI3) 6.70 (d, 7 = 7.9, 1H), 
6.09 (d, 7 = 7.9, 1H), 3.30 (bs, 3H), 2.71 (t, 7 m 6.7, 2H), 1 .89 (s, 3H), 1 .65 (t, 7 m 6.7, 2H), 
1.21 (s,6H). 

20 2.2. 1 O-Tri methvl- 1 .2.3.4-tetrahvdit)^trifloft>methvl-8-pvridonor5.6-rlQuinoline 

(Compound 421. structure 40A of Scheme XLII. where RlgR3^4«inethvL R2=R6=H. 
R 5 =trifluoromethvn. This compound was prepared by General Method 13 (EXAMPLE 
147) from 7-amino-l^,3 f 4-tetrahydix>-2^,8-niir^thylquinoline (30 mg, 0.159 mmol), ZnCl2 
(35 mg, 0.255 mmol) and ethyl 4,4,4-trifluoroacetoacetate (26 mL, 0. 175 mmol) to afford 

25 21 mg (42%) of Compound 421. Data for Compound 421: *H NMR (400 MHz, CDCI3) 
9.13 (s, 1H), 7.34 (s, 1H), 6.67 (s, 1H), 4.10 (s, 1H), 2.88 (t, 7= 6.7, 2H), 2.10 (s, 3H), 1.75 
(t,7 = 6.7,2H), 1.30 (s,6H). 



Example; 322 

30 lJ2.3.4-Tetrahvdro-6-rt^ (Compound 422. structure 

53A of Scheme XL VI. wher e R»'3 =R 5 =H . R^=trifluoromethvn 
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7-Nttro- 1 ^.3.4-tetrahvdroquinoline. 1,2^,4-Tetrahydroquinoline (5 g, 0.0375 mol) was 
dissolved in 1 6 mL of sulfuric acid and the temperature lowered to 0°C, then 90% fuming 
nitric acid (1.67 mL, 0.0375 mol) was added slowly and the mixture strirred at 0°C for 30 
min. It was then poured onto 100 g of ice and extracted with dichloromethane (2 x 100 
> mL). The organic phase was washed with saturated aqueous solution of NaHC03 OS mL) 
and concentrated in vacuo to a reddish residue that was subjected to chromatography (silica 
gel. hexanes/ethyl acetate, 8:2) which afforded 4. 1 g (61%) of 7-nitro- 1,2,3,4- 
tetrahydroquinoline. Data for 7-nitro-l,2J,4-tetrahydroquinoline: *H NMR (400 MHz. 
CDCI3) 7.39 (dd, J = 8.3, 2.2, 1H),7.26 (d.7 = 3.5, 1H), 7.01 (d,/= 8.3, iH),4.16(bs. 
1H), 3.35 (t. J = 5.0, 2H), 2.8 (t, J = 6.3. 2H). 1 .95 (quintet, J = 6. 1 , 2H). 



7-Amino-K2.3^tetrahvdroouinoline (structure 5 2A of Scheme XLVL where Rl~3=Hl A 
solution of 7-nitro-ia3,4-tetrahydroquinoline (396 mg, 0.0022 mol) in 4 mL of ethyl 
acetate was hydrogenated under an atmosphere of hydrogen with PdC 10% (40 mg) at rt for 
15 2 h. Filtration over celite afforded 330 mg ( 1 00%) of 7-amino- 1 ,2,3,4-tetrahydroquinoline. 
Data for 7-amino- 1 .2,3,4-tetnihydroquinoline: *H NMR (400 MHz. CDCI3) 6.72 (d, J = 
7.9. IH), 6.00 (dd. J = 7.9. 2.3, 1H), 5.84 (d, J = 2.3, 1H), 3.67 (bs, 1H). 3.42 (bs, 2H), 3.24 
(t,7=5.0,2H),2.65(t,y=6.4,2H), 1.91 (quintet, J = 6.0 Hz. 2H). 

20 .l^^-Tgtrahvdrp^trifluo (Compound 422. structure 

53A of Scheme XLVI. where R ] - 3 =R 5 =H. R 4 =trifluoromethvn This compound was 
prepared by General Method 13 (EXAMPLE 147) from 7-amino- 1,2,3,4- 
tetrahydroquinoline (330 mg, 0.0022 mol), ZnCl2 (452 mg. 0.0033 mol) and ethyl 4,4,4- 
trifluoroacetoacetate (356 mL, 0.0024 mol) to afford 70 mg (1 1 %) of Compound 422. Data 

25 for Compound 422: *H NMR (400 MHz, DMSO d6) 1 1.7 (bs, IH), 7.1 1 (s, 1H). 6.92 (s, 
1 H), 6.35 (s, 2H), 3.22 (bs, 2H), 2.7 1 (t, J = 5. 1 , 2H), 1 .93 (quintet. J = 6. 1 , 2H). 



30 



EXAMPLE 323 

} ,2-DihYdrv-^-trifluoromethvl- 1 ^.2^tetramethvl-8-nvrid o nor5.6-nquinoline (Compound 
423, structure 60 of Scheme XVI. where Rl- 2 =R 5 =H , R3^rifluoromethvl. Z=NH). 
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To a stirred solution of Compound 247 (EXAMPLE 147) (100 mg, 0.323 mmol) and 
paraformaldehyde (98 mg, 3.23 mmol) in 3 mL of acetic acid at rt was added portion wise 
sodium cyanoborohydride (102 mg, 1.61 mmol). The resulting mixture was stirred at 25°C 
for 29 h then carefully poured into 20% aqueous NaOH (10 mL) and ice 10 g and the pH 
5 adjusted to -7. The mixture was extracted with dichloromethane (25mL), dried (Na2SQ4) 
and concentrated in vacuo to a fluorescent yellow solid that was subjected to flash column 
chromatography (silica gel, hexanes/ethyl acetate, 8:2) to give 92 mg (71%) of Compound 
423. Data for Compound 423: l H NMR (400 MHz, CDCI3) 1 1.21 (bs, 1H), 7.33 (s, 1H), 
6.67 (s. 1H), 6.23 (s, IH), 5.39 (s, IH), 2.92 (s, 3H), 2.02 (s, 3H), 1.38 (s, 6H). 



3.3-Dimethvl>5 >trifluorornethvN7>pvridonof5.6-glindoline (Compound 424. structure 57 A 
of Scheme XLVI1. where R*=methv1. r2=r4 =H . R3=trifluoromethvn. 
2-bromo>^2-methvK2>DropenvlV5-nitroaniHne (structure 55A of Schem e XL VII. where 

15 R 1 =methvl. R^Ett To a suspension of NaH 60% dispersion in oil (97 mg, 0.0023 mol) in 2 
mL of anhydrous THF at 0°C was added 2-bromo-5-nitroaniline (500 mg, 0.0023 mol) in 2 
mL of THF dropwise, the temperature was raised to rt to complete deprotonation then 
lowered to 0 °C. 3-bromo-2-methylpropene (232 mL, 0.0023 mol) was added very slowly 
and the reaction mixture was stirred at 0°C for 3 h then neutralized with water (5 mL). The 

20 mixture was extracted with ethyl acetate (2x10 mL), dried (Na2S04) and concentrated in 
vacuo to an oil that was subjected to flash column chromatography (silica gel, hexanes/ethyl 
acetate, 8:2) to give 200 mg (32%) of 2-bromo-N-(2-methyl-2-propenyl)-5-nitroaniline 
(structure 55 A of Scheme XL VII, where R , =methyl t r2=H). Data for 2-bromo-7V-(2- 
methyl-2-propenyl)-5-nitroanUine: *H NMR (400 MHz, CDCI3) 7.55 (d,/= 8.5, 1H), 7.40 

25 (dd, J s 8.5, 2.8, IH), 7.39 (d, J = 2.8, IH), 4.96 (s, 2H), 4.95 (bs, IH), 3.82 (d, J = 5.9, 2H), 
1.81 (s, 3H). 

3>Di^tliYl-6-pjtrQin^pline (structure of Scheme XI^VH, where R^rrrethyl. R^H). 
A solution of 2-bronx>-7V-(2-methyl-2-propenyl)-5-nitroaniline (100 mg, 0.369 mmol), 
Pd(OAc)2 (2 mg, 0.0073 mol), Bu4NBr (1 19 mg, 0.369 mmol) and triethylamine (129 mL, 
30 0.922 mmol) in 1 mL of dry DMF under argon atmospere was heated at 80 °C for 1 h. Then 
sodium formate (25 mg, 0.369 mmol) was added to the reaction mixture with continued 
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heating at 80 °C for 20 h. Water (2 mL) was added and the mixture was extracted with ethyl 
acetate (2x5 mL), dried (Na2S04) and concentrated in vacuo to an oil that was subjected to 
flash column chromatography (silica gel, hexanes/ethyJ acetate, 8:2) to give 60 mg (80%) of 
33-dimethyl-6-nitn>indoline. Data for 3,3-dimethy]-6-nitroindoline: NMR (400 MHz, 
5 CDCI3) 7,60 (dd, J= 8.2, 2.0, lH),7.35(d,7 = 2.0, 1H), 7.08 (d,J = 8.2. lH),3.98(bs, 1H), 
3.41 (s,2H), 1.33 (s,6H). 

6-Amino-3.3-dimethv Iindoline . A solution of 3,3-dimethyl-6-nitroindoline (60 mg, 0.3 1 
mmol) in 3 mL of ethyl acetate was hydrogenated under an atmosphere of hydrogen with 
1 0 Pd-C 1 0% ( 1 0 mg) at it for 3 h. Filtration over celite afforded 45 mg (90%) of 6-amino-33- 
dimethylindoline. Data for 6-amino-3,3-dimethylindoline: *H NMR (400 MHz, 
CDC1 3 )6.80 (d. J = 7.8, 1 H), 6.08 (dd, J - 7.8, 2. 1 , 1H), 6.01 (d, J = 2. 1 , 1 H), 3.60 (bs, 1 H), 
3.50 (bs, 2H), 3.26 (s, 2H), 1.25 (s, 6H). 

15 3>Pjin^^Yl-5-trifluoromethvl>7-Dvridonor5.6^ g lindolin e (Compound 424. structure 57A 
of Scheme XL VII, where R'=methvL r2=r4 =H . R3=trifluoromethvn . This compound 
was prepared by General Method 13 (EXAMPLE 147) from 6-amino-3,3-dimethylindoline 
(45 mg, 0.277 mmol), ZnCl2 (57 mg, 0.416 mmol) and ethyl 4,4,4-trifluoroacetoacetate (45 
mL, 0.305 mmol) to afford 7.3 mg (9%) of 3,3-dimethyl-5-trifluoromethyl-7-pyridono[5,6- 

20 *]indoline (22). *H NMR (400 MHz, CDCI3) 12.4 (bs, 1H), 7.32 (s, 1H), 6.73 (s, 1H), 6.52 
(s, 1H). 4.33 (s, 1H), 3.45 (s, 2H), 1.36 (s, 3H). 

EXAMPLE 325 

f/y^U^Tetrahvdi^ 

25 (Compound 425. structure 62A of Scheme XLVIII. where Rl-^RfiaH. R4=methvL 
R 5 ^trifluoromethvn. 

1.2,3 ATetrahvdro-4^uinolinone (struc ture 59A of Scheme XLVni. where R^^HV In a 
200 mL r.b. flask was introduced aniline (9.78 mL, 0.107 mol), acrylic acid (7.36 mL, 0.107 
mol) and toluene (100 mL). The reaction mixture was stirred and heated at 100° C for 16 h, 
30 cooled to rt and the solvent was removed in vacuo to give 10.34 g (60%) of the desired 

intermediate carboxylic acid .that was used directly without further purification for the next 
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step. In a 500 mL r.b. flask was introduced the acid (10.34 g, 0.064 mo I) and 
polyphosphoric acid (200 mL). The reaction mixture was stirred and heated at 100° C for 
1 6 h. The reaction mixture was cooled to it* poured onto 700 mL of a 1 : 1 mixture of 
ice/water and neutralized slowly with NaOH. The aqueous phase was extracted with ethyl 
5 acetate (3 x 200 mL), dried (Na2S04) and the solvent was removed in vacuo to give a solid 
residue that was subjected to flash chromatography (silica gel, hexanes/ethyl acetate, 6: 1) to 
afford 6.97 g (76%) of l,23»4-tetrahydro-4-quinolinone. Data for l,2,3,4-tetrahydro-4- 
quinolinone: *H NMR (400 MHz, CDCI3) 7.84 (dd, J = 7.9 1 1 . 1 , 1H). 7.28 (ddd, J = 7.9, 
7.9, 1.2, 1H), 6.72(ddd,/ = 8.1,8.1,0.8, 1H), 6.66 (d,7=8.1, 1H),4.49 (s, 1H), 3.56 (t,J = 
10 6.9, 2H), 2.69 (t, J = 6.8, 2H). 

1 -ferr-Butvloxvcarbonvl- 1 JL3.4-tetrahvdro-4-quinolinone . To a stirred solution of B0C2O 
(10.05 g, 0.046 mol) and l,23.4-tetrahydro-4-quinolinone (6.16 g, 0.042 mol) in THF (100 
mL) at 0° C was added slowly DMAP (5.1 1 g, 0.042 mol) in 100 mL of THF. The reaction 

15 mixture was stirred overnight, then water (75 mL) was added and the mixture was extracted 
with ethyl acetate (2 x 200 mL). The organic phase was dried (Na2S04) and the solvent 
was removed in vacuo to give a solid residue that was subjected to flash chromatography 
(silica gel, hexanes/ethyl acetate, 8:2) which afforded 8.5 g (82%) of 1-ferf- 
butyloxycarbamoyi-l,2,3,4-tetrahydro-4-quinolinone. Data for 1-terf-butyloxycarbonyl- 

20 1 ,23.4-tetr^ydro-4-quinolinone: *H NMR (400 MHz, CDCI3) 7.98 (dd, J = 7.9, 1 .7, I H), 
7.76 (d, J = 8.4, 1H), 7.49 (ddd, / = 7.5, 7.5, 1.7, 1H), 7.15 (ddd, J = 8.0, 8.0, 0.9, 1H), 4.15 
(t, / = 6.3, 2H), 2.76 (t, J = 6.6, 2H), 1 .55 (s, 9H). 

1 -rgrr^tylfi^Ygffl-WnYH ^^^^^Y^ro^hY^roxY^^hY^qvjnoliine. To a solution of 
25 1 -terr-buty loxycarbony 1- 1 ,23 A-tetrahydro-4-quinolinone ( 1 70 mg, 0.687 mmoi) in THF (5 
mL) at 0° C was added 3.0 M methyl magnesium bromide in ether (688 mL, 2.1 mmol). The 
reaction mixture was stirred at 0° C for 1 h then quenched with water (2 mL), extracted with 
ethyl acetate (2x10 mL), dried (Na2S04) and the solvent was removed in vacuo to give an 
oil that was subjected to flash chromatography (silica gel, hexanes/ethyl acetate, 7:3) to 
30 afford 1 20 mg (66%) of 1 -f err-butyloxycarbonyl- 1 ,2,3,4-tetrahydro-4-hydroxy-4- 

methylquinoline . Data for l-f«rr-butyloxycartx>nyl-l^,3,4-tetrahydro-4-hydroxy-4. 
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methylquinoline: *H NMR (400 MHz, DMSO-d6) 7.54 (d, 7 = 7.7, 1H), 7.50 (dd,7 = 7.7 f 
1.5, lH),7.14(ddd,7=7.3, 73, 1.7, 1H), 7.04 (ddd, 7 « 7.9, 7.9, 1.0, 1H), 5.14 (s, 1H), 
3.69 (m, 2H), 1 .87 (t, 7 m 6.5, 2H), 1 .46 (s, 9H), 1 .37 (s, 3H). 

5 Wf^Butvloxvcarbonvl-K A solution of 1 -tert- 

butyloxycaitonyi-K2,3,4-teto^ (109 mg, 0.41 mmol) in 

ethyl acetate (3 mL) was hydrogenated under an atmosphere of hydrogen with 10% Pd/C (10 
mg) and a trace of cone. H2SO4 at rt for 7 h. Filtration over Celite™ afforded 93 mg (92%) 
of l-/m-butyloxycarrx>nyl-1^3,4-tea^ydro-4-methylquinoline. Data for Utert- 
1 0 butyloxycarbony I- 1 ,2,3,4-tetrahydro^methyIquinoline: 1 H NMR (400 MHz, CDCI3) 7.62 
(d,7=8.1, 1H), 7.16(d,7=7.8, 1H). 7.1 1 (ddd, 7 = 7.8, 7.8, 1.6, 1H),7.01 (ddd, 7=7.7. 
7.5, 1.0, 1H), 3.71 (m, 2H), 2.87 (ddq,7=6.8, 6.8,6.8, 1H). 2.04 (dddd, 7 = 7.4, 7.4, 7.4, 
6.1. 1H). 1.61 (m, 1H), 1.5J (s,9H), l.3(d,7=6.8, 3H). 

15 l^^^tetrahvdro-^methvlQuinoline rst mcture 60A of Scheme XLVIIL where Rl^H 
R 4 =mcthyl). This compound was prepared by Genera! Method 12 (EXAMPLE 147) from 
l-tejf-butyloxycaibonyl-l^ (93 mg , 0.353 mmol) to 

afford 55 mg (95%) of 1 ,2^,4-tetrahydro-4-methylquinoline as an oi! which was used 
directly without purification for the next step. 

20 

7-Nitro- 1 ,2.3.4-tetrahvdrc^methvl ouinoline . 1 ^3,4-Tetrahydro-4-methylquinoline (55 
mg, 0.337 mmol) was dissolved in sulfuric acid (0.5 mL) and the temperature was lowered 
to 0° C. To this solution 90% fuming nitric acid (15 mL, 0.337 mmol) was added slowly 
and the mixture stirred at 0° C for 1 h, then warmed to rt. The reaction mixture was poured 

25 onto 1 g of ice and extracted with dichloromethane (2x5 mL). The organic phase was 
washed with sat. NaHC03 (1x3 mL) and concentrated in vacuo to a reddish residue that 
was subjected to chromatography (silica gel, hexanes/ethyl acetate, 8:2) which afforded 36 
mg (52%) of 7-nitro-l,2.3,4-tetrahycUt>-4.methylquinoline. Data for 7-nitro- 1.2,3,4- 
tetrahydrc-4-methylquinoline: *H NMR (400 MHz, CDCI3) 7.41 (dd, 7= 8.3, 2.2, 1H), 

30 7.27(d,7=2.3, 1H).7.11 (d,7 = 8.3. 1H),4.21 (s, 1H), 3.35 (m, 2H), 2.95 (m, 1H), 1.96 
(m, 1H), 1.72 (m, 1H). 1.3 (d, 7= 7.0, 3H). 
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1 (Comp ound 
425}. A solution of 7-nitro- 1 ,2,3,4-teti^ydro-4-methylquinoline (36 mg, 0.172 mmol) in 
ethyl acetate (3 mL) was hydrogenated under an atmosphere of hydrogen with 10% Pd/C (4 
5 mg) at rt for 2 h. Filtration over Celite™ afforded 26 mg (85%) of 7-amino-l ,2,3,4- 
tetrahydro-4-methyiquinoline (structure 61 A of Scheme XL VIII, where R J_ 3=H, 
R 4 =methyl) that was used without further purification for the next step. The title compound 
was prepared by General Method 13 (EXAMPLE 147) from 7-amino- 1 ^,3,4-tetrahydro-4- 
methylquinoline (26 mg, 0.145 mmol), ZnCl2 (30 mg, 0.21 8 mmol) and ethyl 4,4,4- 
1 0 trifluoroacetoacetate (2 1 mL, 0. 1 45 mol) to afford 0.8 mg (2%) of 1 ,2,3,4-tetrahydro-4- 
methyl-6-trifluoromethyl-8-pyridono[5,6-^Jquinoline (Compound 425). Data for 
Compound 425: *H NMR (400 MHz, DMSO-d6) 1 L65 (bs, 1H), 7.20 (s, 1H), 6.96 (s, 
1H), 6.37 (s, 2H), 3.25 (m, 2H), 2.90 (m, 1H), 1.84 (m, 1H), 1.59 (rn, 1H), 1.20 (d, J = 6.9, 
3H). 



1 ,2-Pihvdro-2:2,4-mmettvl^methox vmethvl-8 - P vridonof5.6-glQuinoHne (Compound 426 

structure 57 of Scheme XVII. whe re R * =R^=H. R3=in e thoxvrnethvl. X=NH1 

To a flame-dried 25-mL rb flask at rt was added ethanol (10 mL) and 7-amino- 1 ,2-dihydro- 

20 2,2,4-trimethylquinoline (EXAMPLE 147)(600 mg, 3.5 mmol), and the mixture stirred at rt 
until the amine had completely dissolved. Methyl-4-methoxyacetoacetate (680 pL, 5.3 
mmol, 1.5 equiv) was then added, followed by ZnCl2 (960 mg, 7.0 mmol, 2.0 equiv). The 
reaction was stirred at rt under N2 for 24 h. The solvent was removed under reduced 
pressure, and the solid residue was dissolved in EtOAc (10 mL). The organic phase was 

25 washed with safd. NaHCOa (adjusted to pH 9 with 3.0 M NaOH) (3x5 mL), dried 

(Na2S04), and concentrated under reduced pressure. Purification by flash chromatography 
(silica gel, CH2CI2 / MeOH, 9: 1 ), afforded 65 mg (7%) of Compound 426 as a dark yellow 
powder. Data for Compound 426: R/0.42 (CH2Cl2:MeOH t 9: 1); *H NMR (400 MHz, 
DMSO-d6) 1 124 (s, 1H, 9-H), 7.12 (s, 1H, 5-H), 6.63 (s, 1H, 7-H), 6.26 (s, 1H, 10-H), 

30 6.04 (s, 1H, 3-H ), 5.35 [s, 1H, (CH 3 )2CrW ], 4.56 (s, 2H. CH 2 ), 3.37 (s, 3H, OC// 3 ), 1 .93 
(s, 3H, 4-Ctf 3 ), L21 [s, 6H, C(C#3)2]. 



EXAMPLE ?26 
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EXAMPLE ?27 

J .2,2,-Trimethvl- 1 J23.4>tctrahvdro^tri nuromethvl-8-Dvranonof5.6-glQuinoiine 
(Compound 427. structure 41 A of Scheme XLIL where R 1 ^R^rS^h. R3-4 =m ^hyi , 
5 R S =trifluoTOtne^YQ- 

This compound was prepared in the manner similar to that described for Compound 416 
(EXAMPLE 316) from Compound 412 (EXAMPLE 312) (5 mg) to give Compound 427 
(4.2 mg, 93% yield) as a bright yellow solid. Data for Compound 427: 1 HNMR(400 
MHz, CDC1 3 ) 7.19 (s, 1 H), 6.49 (s, 1 H), 6.36 (s, 1 H), 2.91 (s, 3 H), 2.78 (t, J = 6.5, 2 H), 
10 1.84(t,J = 6.5,2H), 1.31 (s,6H). 

EXAlv|P^?28 
Wff)- 1 .?i3.4-Tetrahvdi^pmpyl-6-rt^^ 

(Compound 428. structure 33A of Scheme XL. where R*-3 r6=h. R4 =w .pm py i | 

15 R5=trifluorom ft th.Yl) 

Hfrf-putoxvcarbonvI^hvdroxv-7 -mefo^ This compound was 

prepared in a manner similar to that described for l-rer/-butoxycarbonyl-4-ethyl-4-hydroxy- 
7-methoxyquinoline (EXAMPLE 314) from l-/m-butoxycarbonyl-l,2,3,4.tetrahydro-7- 
methoxy-4-quinolinone (100 mg) to give the desired quinoline (51.2 mg, 40% yield) as an 

20 off-white solid. Data for l-*?/*-butoxycartx)nyl-4-hyd^^ 

*H NMR (400 MHz, CDCI3) 7.37 (d, J = 8.7, 1 H), 7.30 (d, J - 2.5, 1 H), 6.66 (dd, J = 8.9, 
2.8, 1 H). 4.08 (m, 1 H), 3.86 (s, 3 H), 3.42 (m t 1 H), 2.04 (m, 1 H), 1.89 (m, 1 H), 1.81 (m t 
2 H), 1.53 (s. 9 H), 1 .26 (m, 2 H), 0.90 (t, J = 7.3, 3 H). 

25 l-r m'Butoxvca^nvl-7-iTOthoxv^propvlouinolme . This compound was prepared in a 
manner similar to that described for l-r£rf-butoxycartx>nyl-4^thyl-l^,3,4-tetrahydix>-7- 
methoxyquinoline (EXAMPLE 314) from 1 -rm-butoxycarbony 1-1,2,3 ,4-tetrahydro-4- 
hydroxy-7-methoxy-4-propylquinoIine (50 mg) to give the desired quinoline (44.3 mg, 94% 
yield) as a colorless oil. Data for l-r€rr-butoxycarbonyl-7-methoxy-4-propylquinoline: 1 H 

30 NMR (400 MHz, CDCI3) 7.27 (d, J = 2.5, 1 H), 7.01 (d, J = 8.6, I H), 6.59 (dd, / = 8.5. 
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2.5, 1 H), 3.78 (s, 3 H), 3.73 (m, 1 H), 3.58 (m, 1 H), 2.70 (m, 1 H), 1.94 (m, 1 H), 1.71 (m, 
1 H), 1.63 (m, 1 H), 1.53 (s, 9H), 1.40 (m, 3 H), 0.93 (1, J = 7.2, 3 H) 

1 ^3,4-TctrahYdn>-7-iTfethoxv^t-DroDvlQuino}ine (structure 32 A of Scheme XL. where R * ; 
5 3 =H. R 4 =n-propvtt. This compound was prepared in a manner similar to that described for 
4^thyl-l£3,4-tetrahydi^^ from \-tert- 

butoxycart>onyl-l,23,4-teti^ydro-7-methoxy^propylqu (44 mg) to give the desired 

quinoline (28 mg, 98%) as a colorless oil. Data for l,2,3,4-tetrahydro-7-methoxy-4- 
propylquinoline: *H NMR (400 MHz, CDCI3) 6.90 (d, J = 8.2, 1 H), 6.20 (dd, J = 8.4, 2.6, 
10 1 H), 6.03 (d, J = 2.5, I H), 3.83 (br s, 1 H), 3.72 (s, 3 H), 3.28 (m, 2 H), 2.68 (m, 1 H), 1 .89 
(m, 1 H), 1 .75 (m, 1 H), 1 .60 (m, 1 H), 1 .46 (m, 3 H), 0.94 (t, J = 7.1,3 H) 

l^^^Tctrahvd^-hvdroxv^propvlquinoline. This compound was prepared in a manner 
similar to that described for4-ethyl-l ,2,3,4-tetrahydro-7-hydroxyquinoline (EXAMPLE 

15 314) from l^,3,4-tetrahydro-7-methoxy-4-propylquinoline (28 mg) to give the desired 
quinoline as a colorless oil, which was used without further purification in the following 
reaction. Data for 1^3,4-tetrahydro-7-hydroxy-4-propylquinoline: *H NMR (400 MHz, 
CDCI3) 6.84 (d, J = 8.2, 1 H), 6. 1 0 (dd, J = 8.2, 2.3, 1 H), 5.97 (d, J = 2.2, 1 H), 3.78 (br s, 
1 H), 3.29 (m 1 H), 3.21 (m, 1 H), 2.66 (m, 1 H), 1.87 (m, 1 H), 1.75 (m, 1 H) T 1.60 (m, 1 

20 H), 1 .45 (m, 3 H), 0.933 (t, J m 7.2, 3 H). 

4-Fropvl-l ,2.3.4-tetrahvdro^t rifluro f Compound 428V 

This compound was prepared in a manner similar to that described for Compound 414 
(EXAMPLE 314) from l,2,3,4-tetrahydro-7-hydroxy-4-propylquinoline (23 mg) to give the 
25 Compound 428 (28.4 mg, 61%) as a yellow solid. Data for Compound 428: *H NMR (400 
MHz, CDCI3) 7.23 (s, 1 H), 6.37 (s, 1 H), 6.36 (s, 1 H). 4.70 (br s, 1 H), 3.40 (m, 2 H), 2.81 
(m, 1 H), 1.88 (m, 2 H), 1.47 (m, 3 H), 0.963 (t, J = 7.2, 3 H) 
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EXAMPLE 329 
1.2A4-Teffitfwd^2.2Atrimethvl-6-trifo^ 

{Compound 429. structure 65A of Scheme XL1X. wh ere R ' -2=r7 =H . RB-S^thyi , 
R6=trif| U omm < .thvl 

5 To a solution of Compound 266 (EXAMPLE 166) (50 mg, 0.15 mmol) in dichloromethane 
(7 mL ) was added triethylsilane (0.23 mL , 1.5 mmol) and TFA (0.25 mL ) at rt. After 15 
h, the reaction was complete according to TLC. The reaction mixture was quenched with a 
saturated NaHCC>3 solution (10 mL). This solution was extracted with EtOAc (20 mL ). 
The organic layer was washed with water and brine (3 x 5 mL each), dried (Na2S04), and 

10 concentrated in vacuo to afford the erode product as an orange solid. The erode product was 
purified by prep TLC (20 x 20cm, lOOOjlm. 1 : 1 CH 2 Cl 2 :Hex.) to afford 49 mg (99%) of 
Compound 429 as a yellow solid. Data for Compound 429: R/= 0.44 (silica gel, 25% 
EtOAc:Hex); lH NMR(400 MHz, CDC1 3 ) 7.70 (s, 1 H). 6.62 (s, 1 H), 6.46 (s. 1 H), 4.41 
(brs. 1 H),2.95 (ddq,y= 12.9,6.1, 1 H). 1.81 (dd, J= 12.9, 1.1. 1 H), 1.48 (d./ = 6.l, 1 H), 

15 1.41 (d, J= 6.1. 3 H), 1.31 (s, 3 H), 1.24 (s, 3 H); IR (film, NaCl) 1 134, 1 177, 1200, 1235, 
1269, 1368. 1365, 1420. 1451, 1476, 1520, 1634,3351. 



EXAMPLE 33fl 

1 .2-PihYdro- 1 ^2.4-tetmmethvl-6-trifl U ompi e thvl.9.thi»p v ra n-8- 0 nors fi-glauinoline 
(Compound 430, structure 60 of Scheme X V I. where R 1-2 =r5=H. F^rjfluoromethvl 
Z=Sl 

To a Stirred solution of Compound 266 (EXAMPLE 166) (100 mg, 0.30 mmol) and 
paraformaldehyde (93 mg, 3.0 mmol) in acetic acid (3 mL) at rt was added portionwise 
sodium cyanoborohydride (100 mg, 1.50 mmol). The resulting mixture was stirred at rt for 
16 h, then carefully poured into 20% aqueous NaOH (10 mL) and ice (10 g) and the pH 
adjusted to -7. The mixture was extracted with dichloromethane (25 mL). dried (Na2S04) 
and concentrated in vacuo to a fluorescent yellow solid that was subjected to flash column 
chromatography (silica gel. hexanes/ethyl acetate, 9:1) to give 90 mg (88%) of Compound 
430 as a fluorescent yellow solid. Data for Compound 430: *H NMR (400 MHz, CDCI3) 
7.48 (s, 1 H), 6.62 (s, 1 H), 6.45 (s. 1 H). 5.40 (s, 1 H). 2.89 (s. 3 H), 2.10 (s, 3 H), 1 .39 (s, 6 
H). 
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EXAMPLE 331 

1 .2.3.4-Tetrahvdro- 1 .2,2-trimethvl^trinuoromcthvl>8>Pvridonor5.6-g1quinoHne 
(Compound 431. structure 41A of Scheme XLII. where r1-2=r6=r8=R RB^^methvl 
5 R^rifluprprneftY). X=NH). 

To a stirred solution of Compound 417 (EXAMPLE 317) (21 mg, 0.07 mmol) and 
paraformaldehyde (22 mg, 0.70 mmol) in acetic acid (1 mL) at it was added portion wise 
sodium cyanoborohydride (22 mg, 0.35 mmol). The resulting mixture was stirred at rt for 
1 6 h then carefully poured into 20% aqueous NaOH (2 mL) and ice ( 1 0 g) and the pH 

10 adjusted to -7. The mixture was extracted with dichloromethane (2 x lOmL), dried 

(Na2S04) and concentrated in vacuo to a fluorescent yellow solid that was subjected to 
flash column chromatography (silica gel, hexanes/ethyl acetate, 7:3) to give 16 mg (73%) of 
Compound 431 as a fluorescent yellow solid. Data for Compound 431: *H NMR (400 
MHz, CDCI3) 10.83 (bs, 1 H), 7.31 (s, 1 H), 6.66 (s, 1 H), 6.29 (s, 1 H), 2.93 (s, 3 H), 2.80 

15 (t, 7=6.1. 2 H), 1.83 (t, 7= 6.5, 2 H), 1.30(s,6H). 

EXAMPLE 332 

1 .2.3.4-Tetrah vdro- 1 -memvM-propvl^trifluoromethvl-8-pYranonor5,6-glquinoline 
(Compound 432, structure 34A of Scheme XL. where R^R^R^H. rWptopvI. 

20 R^=trifluoromethvn. 

This compound was prepared in a manner similar to that described for Compound 415 
(EXAMPLE 315) from Compound 428 (EXAMPLE 328) (8.0 mg) to afford 7.9 mg (99%) 
of Compound 432 as a bright yellow solid. Data for Compound 432: *H NMR (400 MHz, 
CDCI3) 7.18 (s. 1 H), 6.43 (s, 1 H), 6.35 (s, 1 H), 3.46 (m, 1 H), 3.33 (m, 1 H), 3.00 (s, 3 

25 H), 1.92 (nu 1 H), 1 .87 (m, 1 H), 1 .49 (m, 4 H), 0.95 (d, J = 7.3. 3 H). 

EXAMPLE 333 

1 .2.3.4-Tetrahvdro- 1 0-hvdroxvmemv1-2.2.4-triTrem^^ 

glquinoline (Compound 433. structure 67A of Scheme L. where r!-2=r7 =H . r3- 
30 5=mechvl. R6 =tri f|uoromethvL X=NH1. 
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To an oven-dried 50-mL round-bottom flask containing Compound 409 (EXAMPLE 309) 
(125 mg, 0.39 mmol) in 1,4-dioxane (7 mL) was added selenium dioxide (107 mg, 0.96 
mmol, 2.S0 equiv), and the mixture was heated to reflux for 1 8 h. Upon cooling to rt, the 
solvent was removed under reduced pressure and the residue was purified by flash 
5 chromatography (silica gel, hexanes/ethyl acetate, 4: 1 to 0: 1 gradient), affording 1 5.6 mg 
(12%) of Compound 433 as a fluorescent yellow solid. Data for Compound 433: 1HNMR 
(400 MHz, CDCI3) 9.32 (br s, 1 H, CONtf). 7.44 (s. 1 H, 5-H), 6.74 (s, 1 H, 7-H), 5.32 [br 
s, 1 H, (CH3)2CN«], 4.57 (d, 1 H, J = 9.7, OH), 5.02 and 4.93 (ABq, 2 H, ^AB = 1 4.0, 
C/12OH), 2.85 (ddq, 1 H, J = 1 2.9, 1 2.4, 5.5, 4-H), 1 .84 and 1 .54 [d of ABq, 2H, Jar = 
10 13.1, /a = 4.3, (3-Heq). Jb = 0 (3-Hax)]. 1 4 1 (d. 3H. J = 5.5 Hz, 4-C//3), 1 -39 and 1 .26 
[2s, 2 x 3H, 2-(C//3)2). 

EXAMPLE 334 

1 ,2,3,4-Tetrahydro- 1 .2.2.4-tetramethvl-6-trifluoromethvl-9-thi oDvran-8-onof5.6-glouinoline 
15 (Compound 434. structure 28 A of Scheme XXXVIII. where R'-2=r5 =H 
R 3 =trifluorpmethY». Z=S) 

To a solution of Compound 429 (EXAMPLE 329) ( 1 0 mg, 0..03 mmol) in acetic acid (5 mL 
) was added paraformaldehyde (10 mg, 0.3 mmol) and sodium cyanoborohydride (10 mg, 
0.15 mmol) under nitrogen with stirring at it. After 15 h, the reaction was complete 

20 according to 'H NMR. The reaction was quenched with saturated NaHCC<3 (10 mL). This 
solution was extracted with EtOAc (20 mL). The organic layer was washed with water and 
brine (3x5 mL each), dried (Na2S04), and concentrated in vacuo to afford the crude 
product The product was purified by prep TLC (5 x 20cm, 250jun. 1 : 1 CH2Cl2:hexanes) 
to afford 4.5 mg (44%) of Compound 434 as a yellow solid. Data for compound 434: *H 

25 NMR(400 MHz, CDCI3) 7.59 (s. 1 H). 6.60 (s. I H), 6.53 (s, 1 H), 2.89 (s, 3 H). 2.85 (m, 1 
H), 1.83(dd,7 = 13.2,4.2, 1 H), 1J3(<L7= 13.2. 1 H), 1.36 (d. J = 6.6, 3 H), 1.33 (s,3H), 
1.23 (s.3H); IR (film, NaCl) 1022. 1066. 1094, 1113. 1134. 1271, 1368, 1464, 1512. 1593. 
2926. 
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EXAMPLES 
1^3.4-Tetrahvdro-2.2.9-trimethvl-6-rt^ 

(Compound 435. structure 84A of Scheme LVL where R^R 5 "^. R2-3 =methvL 
R 4 =*rif]uoromethvl) . 

5 In a 25-mL r.b., a solution of Compound 417 (165 mg, 0.557 mmol) in THF (4 mL) was 
cooled to 0° C and treated with 60% NaH in mineral oil (23 mg, 0.58 mmol, 1 .0 equivuiv). 
The reaction mixture was stirred 10 min. To this slurry, iodomethane (35 mL, 0.56 mmol, 
1.0 equiv) was added via syringe. The reaction mixture was stirred 12 h, diluted with H2O 
(20 mL), and extracted with ethyl acetate (3 x 20 mL). The extracts were washed with brine 
10 ( 1 x 20 mL), combined, dried (MgSC>4), filtered, and concentrated. Purification by silica gel 
chromatography (CH2Cl2:MeOH, 50: 1 ) afforded 134 mg (78%) of Compound 435 as a pale 
yellow powder. Data for Compound 435: 1 H NMR (400 MHz, acetone-d6): 7.35 (s, 1 H), 
6.56 (s, 1 H), 6.5 1 (s, 1 H), 6.09 (br s, 1 H), 3.53 (s, 3 H), 2.87 (t, J = 6.7, 2 H), 1 .76 (t, J = 
6.7, 2 H), 1.29 (s, 6 H). 

15 

EXAMPLE 336 

(R/S\- 1 .23.4>Tetrahvdit>-3-methvl^trifluoromethvl>8-pvridonor5,6-£lquinoline 
(Compound 436. structure 62A of Scheme XLVIII. where r! -2 =R 4 =:R 6 = h, R3 =rn ethvl. 
R 5 =trifluoromethvn. 

20 l-rm-Butvloxvcarix>nvl- 1.2.3.^ (structure 69 A of 

Scheme LI. where R*~2=H. R3=rmethvn . To a solution of l-fm-buryloxycarbonyI-i,2,3,4- 
tetrahydro-4-quinolinone (structure 68A of Scheme LI, where R I_2 =H) (EXAMPLE 325) 
(500 mg, 0.002 mol) in THF (5 mL) at -78° C was added 2.0 M LDA in THF ( 1 .01 mL, 
0.002 mol). The reaction mixture was stirred at -78° C for 15 min and iodomethane (126 

25 mL, 0.002 mol) was added all at once. The temperature was raised to 0° C and the resulting 
mixture stirred for 4 h. The reaction was then quenched with sat'd NH4CI (5mL), extracted 
with ethyl acetate (2 x 1 0 mL), dried (Na2SC>4) and concentrated in vacuo to a solid residue 
that was subjected to flash column chromatography (silica gel, hexanes/ethyl acetate, 95:5) 
to give 1 17 mg (23%) of l-te^buryloxycart>onyM,2,3,4-teti^^ 

30 (structure 69A of Scheme LI, where R 1 -^H, R 3 =methy 1), 1 28 mg (23%) of 1 -tert- 

butyloxycarbonyl-l,2,3,4-tetrahyoro-3,3^imeuiyM-quinolinone (structure 70A of Scheme 
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UI, where R^H, R^^ethyl) and 200 mg (40%) of recovered starting material. Data 
for l-rm-butyloxycart>onyl-l,2A4-tetnih^ *HNMR (400 

MHz, CDCI3) 7.99 (dd, / =7.9, 1 .7, 1 H), 7.77 (d, J = 8.4, 1 H), 7.48 (ddd, / =7.3, 7.3, 1 .7, 
1 H), 7.13 (dd,/= 7.4, 1.0, 1 H),4.32 (dd,J = 13.4,4.4, 1 H), 3.69(dd,J = 13.3,9.8, 1 H), 
5 2.76 (ddq, J = 9.8, 7.0, 4.4, 1 H), 1 .56 (s, 9 H), 1 .24 (d, J = 7.0, 3 H). 

Werr-Butvloxvcarbonvl- 1 .2.3.4>tetrahvdro-3-methvlquinoline . To a solution of l-/£rr- 
buty!oxycartx)nyl-l^,3,4-teti^ydro-3-methyJ-4-quinolinone (1 17 mg, 0.45 mmol) in 
methanol (2 mL) at 0° C was added portion wise sodium borohydride (17 mg, 0.45 mmol) 
and the reaction mixture was stirred at 0° C for 3 h. The reaction was quenched with of 

10 sat'd NH4CI (2 mL), extracted with ethyl acetate (2x5 mL), dried (Na2S04) and 

concentrated in vacuo to give 1 1 6 mg (98%) of the alcohol that was used directly without 
purification for the next step. A solution of the alcohol intermediate (116 mg, 0.44 mmol) 
in ethyl acetate (3 mL) was hydrogenated under an atmosphere of hydrogen with 10% Pd/C 
(20 mg) and a trace of cone. H2SO4 at rt for 16 h. Filtration over Celite™ afforded 104 mg 

15 (95%) of l-terr-butyloxycarbonyl-l,23,4-tetr^ Data for Utert- 

butyloxycartK>nyl-U,3,4-tetrahydro-3.methylquinoline: *H NMR (400 MHz, CDCI3) 7.65 
(d, J = 8.3, I H), 7. 1 1 (dd, J = 7.7, 7.7,1 H), 7.04 (d, J = 7.2, 1 H), 6.96 (dd, / = 7.4, 7.4, 1 
H), 3.97 (ddo\ J = 12.7, 4.2, 1 .0, 1 H), 3.09 (dd, J = 1 1 .8, 9.8, 1 H), 2.86 (dd, J = 1 6.2, 5.3, 1 
H), 2.40(dd,J = 16.1,9.6, 1 H), 2.03 (m, 1 H), 1.52 (s,9H), 1 .05 (d, J = 6.7, 3 H). 

20 

l^^^tetrahvdro-S-methvlouinoline (stru cture 60A of Scheme LI. where RI^sBIeH, 
R 3 =methy|). This compound was prepared by General Method 12 (EXAMPLE 147) from 
l-tert-butyloxycarbonyl-1,2^,4^ (104 mg , 0.42 mmol) to 

afford 51 mg (83%) of l,2,3,4-tetrahydro-3-methylquinoline as an oil which was used 
25 directly without purification for the next step. 

7>Nitr<vL2.3.4-tetrahvdn>-3-methvlQuinoline. U3,4-Teti^ydro-3-methylquinoline (51 
mg, 0.35 mmol) was dissolved in sulfuric acid (0.5 mL) and the temperature lowered to 0° 
C. To this solution 90% fuming nitric acid (15 mL, 0.35 mmol) was added slowly and the 
30 mixture stirred at 0° C for 1 h, then warmed to rt. The reaction mixture was then poured 
onto 1 g of ice and extracted with dichloromethane (2x5 mL). The organic phase was 
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washed with saturated aqueous NaHC03 (3 mL) and concentrated in vacuo to a reddish 
residue that was subjected to chromatography (silica gel, hexanes/ethyl acetate, 85: 15) 
which afforded 8.2 mg (12%) of 7-nitro-l^,3,4-tetrahydro-3-methylquinoline. Data for 7- 
nitro-1 ^3,4-tetrahydro-3-methylquinoline: *H NMR (400 MHz, CDCI3) 7.39 (dd, J = 
5 8.25. 2.2, 1 H), 7.27 (d, J = 2.3, 1 H), 7.01 (d, J = 8.3, 1 H), 4.19 (s, 1 H), 3.33 (m, 1 H), 
2.94(dd,J = 10.1. 10.1, 1 H),2.86(ddd,/ = 13.8,4.7, 1.7, 1 H), 2.46(dd,J = 16.6, 10.0, 1 
H), 2.05 (m, 1 H), 1.06 (d, J= 6.7, 3 H). 

1.2.3.4-Teti^vd ro-3-methvl-6-trifl^^ 

10 436}. A solution of 7-nitro-l ,2,3,4-tetrahydro-3-methylquinoline (8.2 mg, 0.042 mmol) in 
ethyl acetate (1 mL) was hydrogenated under an atmosphere of hydrogen with 10% Pd/C (4 
mg) at rt for 2 h. Filtration over Gslite™ afforded 6.2 mg (89%) of 7-amino- 1 ,2,3,4- 
tetrahydro-3-methylquinoline (structure 61 A of Scheme XL VIII, where r1-2=r4 = h, 
R 3 =methy I) that was used without further purification for the next step. Compound 436 

1 5 was prepared by General Method 1 3 (EXAMPLE 1 47) from 7-amino- 1 ,2»3,4-tetrahydro-3- 
methylquinoline (6.2 mg, 0.038 mmol), ZnCi2 (8.0 mg, 0.057 mmol) and ethyl 4,4,4- 
trifluoroacetoacetate (5.5 mL, 0.038 mol) to afford 5.8 mg (54%) of Compound 436 as a 
yellow solid. Data for Compound 436: *H NMR (400 MHz, DMSO-d6) 1 1 .80 (bs, 1 H), 
7.1 1 (s, 1 H), 6.95 (s, 1 H), 6.37 (s, 2 H), 3.26 (m, 1 H), 2.83 (m, 2 H), 2.51 (dd, J = 15.7, 

20 10.3, 1 H), 1 .88 (s, 1 H), 0.97 (d, J = 6.6, 3 H). 

EXAMPLE 337 

1 »23.4-Teti^vdro-3.3-dimethvl-6-tri^ (Compound 
437. structure 73A of Scheme LII where R 1 2 =R 5 =R 7 =H. R3-4 = methvl. 

25 R^trifluoromethvn . 

1-rm-ButyloxycarrxmyM ,2,3,4^^ femitturg 70A of 

Scheme LII. where R^^H. R3-4=methvD . This compound was obtained along with 1- 
ferr-butyloxycaitK3nyl'l^,3,4-tctrahydro-3-methyl^-quinolinone as described above 
(EXAMPLE 336). Data for l-r€rf-butyloxycarbonyl-1^3,4-teti^ydro-33-dimethyl-^ 

30 quinolinone: *H NMR (400 MHz, CDCI3) 8.01 (dd, J = 7.9, 1 .6, 1 H), 7.78 (d, J = 8.4, 1 
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H), 7.49 (ddd*/ =7.6, 7.6, 1.7. 1 H), 7.14 (ddd, / = 7.8, 7.8, 1.6, 1 H), 3.86 (s,2H), I.56(s, 
9H), 1.20 (s, 6 H). 

1 -ferr-BuWloxvcarbonvM »23>Metrah^ To a solution of 1 -fert- 

5 buty ioxycarbonyl- 1 ,2,3,4-tetrahydn>-3,3-dimethy 1-4-quinolinone ( 1 28 mg, 0.47 mmol) in 
methanol (2 mL) at 0° C was added portion wise sodium borohydride (18 mg, 0.47 mmol) 
and the reaction mixture was stirred at 0° C for 3 h. The reaction mixture was then 
quenched with sat'd NH4CI (2 mL), extracted with ethyl acetate (2x5 mL), dried 
(Na2S04) and concentrated. A solution of this crude material in ethyl acetate (3 mL) was 

10 hydrogenated under an atmosphere of hydrogen with 10% Pd/C (20 mg) and a trace of cone. 
H2SO4 at rt for 16 h. Filtration over Celite™ afforded 100 mg (84%) of 1-rm- 
butyloxycarix>nyl-l^,3,4-tetrahydro-33-dimethylquinoline. Data for l-/err- 
butyloxycarbonyl- 1 ,2,3,4-tetrahydro-33-dimethylquinoline: *H NMR (400 MHz, CDCI3) 
7.68 (d, J = 8.3, 1 H). 7. 12 (ddd, J = 8.8, 8.8, 1 .5, 1 H), 7.02 (d, / = 7.0, 1 H), 6.97 (ddd, J = 

1 5 7.4, 7.4, 1 .0, 1 H), 3.46 (s, 2 H), 2.58 (s, 2 H), 1 .5 1 (s, 9 H), 1 .01 (s, 6 H). 

l.^.^tetrahydro^^-dimethvlQuinoline (struct ure 71A of Scheme LII where Rl- 
^H^Hi R 3 - 4 =me;hy)). This compound was prepared by General Method 12 (EXAMPLE 
147) from 1-ferf-butyloxycartK^ (100 mg, 0.38 

20 mmol) to afford 5 1 mg (83%) of 1 2,3,4-tetrahydro-3,3-dimethylquinoline as an oil which 
was used directly without purification for the next step. 

7-Njtro- 1 ,23^tetrahvdro-33-dirnethvlquinr>line l,2,3,4-Tetrahydro-3,3- 
dimethylquinoline (51 mg, 0.32 mmol) was dissolved in sulfuric acid (0.5 mL) and the 

25 temperature lowered to 0° C. To this solution 90% fuming nitric acid (14 mL, 0.32 mmol) 
was added slowly and the mixture stirred at 0° C for 1 h, then warmed to rt. The reaction 
mixture was then poured onto 1 g of ice and extracted with dichloromethane (2x5 mL). 
The organic phase was washed with saturated aqueous NaHCOs (3 mL) and concentrated in 
vacuo to a reddish residue that was subjected to chromatography (silica gel, hexanes/ethyl 

30 acetate, 85: 1 5) which afforded 39 mg (58%) of 7-nitro- l,2,3,4-tetrahydro-3,3- 

dimethylquinoline. Data for 7-nitro-l,2,3,4-tetrahydrc-3,3-dimethylquinoline: *H NMR 
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(400 MHz, CDCI3) 7.40 (dd, J = 8.3, 2. 1 , 1 H), 7.29 (d, J = 1 .8, ! H), 7.0! (d, J = 8.3 H, 1 
H), 4.25 (s, 1 H), 2.98 (s, 2 H), 2.54 (s, 2 H), 1.01 (s, 6 H). 

1.23.4-Teti^vdi^3.3^imetM (Comp ound 
5 £SH - A solution of 7-nitro- 1 ,2,3,4-tetrahydro-3,3-dimethy ]qu inoline (39 mg, 0. 1 87 mmol) 
in ethyl acetate (2 mL) was hydrogenated under an atmosphere of hydrogen with 10% Pd/C 
(4 mg) at rt for 2 h. Filtration over Celite™ afforded 30 mg (9! %) of 7 -amino- 1,2,3 ,4- 
tetrahydio-33-dimethylquinoline (structure 72A of Scheme LII, where Rl-2=R5=H, r3- 
4 =methyl) that was used without further purification in the next step. Compound 437 was 

10 prepared by General Method 1 3 (EXAMPLE 147) from 7-amino- 1 ,2,3 ,4-tetrahy dro-3,3- 
dimethylquinoline (30 mg, 0.17 mmol), ZnCl2 (34 mg, 025 mmol) and ethyl 4,4,4- 
trifluoroacetoacetate (25 mL, 0.17 mol) to afford 13 mg (26%) of Compound 437 as a 
yellow solid. Data for Compound 437: *H NMR (400 MHz, DMSO-d6) 11 .7 1 (bs, 1 H), 
7.1 1 (s, 1 H), 7.01 (s, 1 H), 6.40 (s, 1 H), 6.37 (s, 1 H), 2.89 (s, 2 H), 2.51 (s, 2 H), 0.93 (s, 6 

15 H). 

EXAMPLE 338 

Y/?/^L2.3.4-Tetj*hvdi^^ 

(Compound 438, structure 79A of Scheme LII. where r1=r5=r7 =H . R2-4=methvl. 

20 R^trifluoromethvlV 

l-rm-Butoxvrarbonvl-L2.3. 4-tet^ f structure 76A of 

Scheme LIL where R*= H. R 2 - 3 =methvn . A solution of aniline (19 mL , 0.20 mol), 3- 
acetoxy-3-methyl-l-butyne (26 g s 0.20 mol), CuCi (1.0 g. 10 mmol) and Et3N (28 mL, 0.20 
mol) in THF (120 mL ) was heated at reflux for 5 h and was filtered through a pad of 

25 Celite™. Removal of solvent and chromatography of the crude mixture (silica gel, 

EtOAc/hexane, 3/7) afforded 21 g (67%) of 3-im*hyl-3-phenylamino-l-butyne. Treatment 
of the aminobutyne with CuCl (0.70 mg, 7.0 mmol) in THF (200 mL ) at 70° C for 16 h 
followed by chromatography (silica gel, EtOAc/hexane, 3/7) afforded 13 g (60%) of 1,2- 
dihydro-2,2-dimethylquinoline (structure 75A of Scheme LII, where R J =H, R2-3 =me thyl). 

30 Treatment of the quinoline with di-tert-butyl dicarbonate (22 g, 0.10 mol) and DMAP (12 g, 
0.10 mol) in THF (100 mL ) for 16 h followed by chromatography (silica gel. 
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EtOAc/hexane, 2/8) afforded 15 g (71%) of l-tert-butoxycarbonyl-l,2-dihydn>-2^ 
dimethylquinoline. l-^n-Butoxycaitony]-UKlihydro-2,2Klimethylquinolinc (3.0 g, 11 
ramol) in THF (30 mL ) was treated with 1 .0 M BH3-THF in THF (29 mL T 29 mmoJ) at rt 
for 3 h and was quenched with 3 M KOH (20 mL). To the above solution 30% H2O2 (5 
5 mL) was added and the mixture was stirred for 60 min. then 5 mL of water was introduced. 
The mixture was extracted, washed with brine and concentrated. Chromatography of the 
crude mixture on a silica gel column using a 10-30% mixture of EtOAc/Hexane as eluents 
afforded a 2:1 mixture of two isomers (0.87 g, 3.1 rnmol), which was oxidized with PCC 
( 2 - 5 8* A 1 rnmol) in 60 mL of methylene chloride at it for 60 min. Removal of solvent and 

10 chromatography of the black oil on a silica gel column using a 20% mixture of EtOAc and 
hexane as solvent afforded 0.58 g (68%) of l-^rr-butoxycarbonyl-1^3,4-tetrahydro-2,2- 
dimethyl-4-quinolinone as a while solid. Data for l-/err-butoxycarbonyl-l^ t 3,4-tetrahydro- 
2,2-dimethyl-4-quinolinone: *H NMR (400 MHz, CDCI3) 7.93 (d, J = 7.8, I H), 7.42 (t, J 
= 7.8, 1 H), 7.3 1 (d, J = 7.8, 1 H), 7.02 (t, J = 7.8, 1 H), 2.73 (s, 2 H), 1 .56 (s, 9 H), 1 .49 (s, 

15 6H). 

l^^^tetrahvdro^^.S^trimethvlQuinoHne f structure 77A of Scheme LII. where 
R 1=r5==H i R 2 " 4 =ynethyl) . To a solution of l-rerr-butoxycarbonyl-l^,3,4-tetrahydro-2,2- 
dimethyM-quinolinone (0. 10 g, 0.36 rnmol) and iodomethane (0.50 mL , 8.0 rnmol) in 

20 DMF (4 mL ) was added NaH (60 % in mineral oil, 20 mg, 0.50 rnmol) and the resulting 
mixture was stirred at rt for 2 h. The reaction was quenched with water (5 mL) and was 
extracted with EtOAc (2x15 mL). Removal of solvent and chromatography of the crude 
residue on a silica gel column using a 10% mixture of EtOAc and hexane as solvents 
afforded 90 mg (86%) of 1 -ferf-butoxycarbonyl-1 ,23,4-tet^ 

25 quinolinone as a colorless oil. The oil (90 mg, 0.32 rnmol) was treated with NaBrL* (50 mg, 
1.3 rnmol) in methanol (5 mL ) for 1 h and the reaction mixture was concentrated. Filtration 
from the inorganic material through a silica gel pad provided a colorless oil, which was then 
subjected to hydrogenation over 10 % Pd/C (10 mg) in EtOAc (5 mL ) under a hydrogen 
balloon for 15 h. Filtration from the catalyst through a Cfelite™ pad followed by removal of 

30 solvent gave 70 mg (82%) of 1 -terf-butoxycarbonyl- 1 ^,3,4-tetrahydro-20,3- 

trimethylquinoline as a colorless oil. The crude oil (70 mg, 0.26 rnmol) was treated with 
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TFA (0.50 mL , 6.5 mmol) in CH2CI2 for 30 min. and was quenched with 5% NaOH (6 
mL). The mixture was extracted with EtOAc (2x15 mL) and was concentrated. 
Chromatography on silica gel using a 10% mixture of EtOAc and hexane afforded 1 ,2,3,4- 
tetrahydro-2^3-trimethy)quinoline as a colorless oil (40 mg, 89%). Data for 1,2*3,4- 
5 tetrahydro-2,23-trimethylquinoline: *H NMR (400 MHz, CDCI3) 7.00-6.91 (m, 2 H), 
6.60 (t, J = 7.3, 1 H), 6.45 (d, J = 7.3, 1 H). 3.61 (br s, 1 H), 2.74 (dd, / = 1 6.6, 5.3, 1 H). 
2.47 (dd, J = 16.6, 10.3, 1 H), 1 .82 (m. 1 H), 1 .20 (s, 3 H), 1 .05 (s, 3 H), 0.97 (d, J = 7.2, 3 
H). 

10 (/^S)1.23.4-Tetrahvdir>-2.2.3-trimeth^ 

(Compound 438. structure ) . The quinoline (20 mg, 0. 1 1 mmol) was converted to 
Compound 438 according to the nitration-hy drogenation-Knorr procedure described above 
for Compound 436 (EXAMPLE 336) in a 12% yield as a yellow solid (4 mg). Data for 
Compound 436: *H NMR (400 MHz, CDCI3) 1 1 .46 (s, 1 H), 7.35 (s, 1 H), 6.66 (s, 1 H), 

15 6.3 1 (s, 1 H), 4.40 (s, 1 H), 2.83 (dd, J = 1 6.6. 4.8, 1 H), 2.57 (dd, J = 1 6.6. 1 0.3. 1 H), 1 .83 
(m. 1 H), 1 .25 (s, 3 H), 1.10 (s, 3 H), 0.99 (d, J = 6.9, 3 H). 

EXAMPLE 339 

(/?/S-2/.4MV1^3.4-Teti^vdrc>-2.4-^ 
20 (Compound 4 39. structure 62A of Scheme XLVII1. where r1=r3=r6 ==H . R 2 =R 4 =methvl. 
R5=trifluoromethvl) 

1 -tert-Butox vcarbonvl- 1 ,23.4-tetrahvdro-2-methv1-4-Quinolinone . A mixture of aniline (3.0 
g, 32 mmol) and crotonic acid (2.0 g, 23 mmol) in toluene (20 mL ) was heated at reflux for 
18 h. Removal of solvent and chromatography (silica gel, EtOAc/hexane, 9/1) of the crude 

25 material afforded 2-5 g (61%) of 3-phenyJaminobutanoic acid. The acid was treated with 
PPA (20 mL ) at 1 1 0° C for 6 h and the reaction mixture was poured into ice water (50 mL) 
and then was neutralized with Na2CC>3 to pH 7. Extraction with EtOAc (3 x 60 mL) 
followed by chromatography (silica gel, EtOAc/hexane, 4/6) afforded 1 .0 g (44%) of 
l,2,3,4-tetrahydro-2-methyl-4-quinolinone (structure 59A of Scheme XL VIII, where 

30 Rl=R3=H, R 2 =methyl) as a yellow solid. The quinolinone was treated with di-rm-butyl 
dicarbonate (2.2 g, 10 mmol) and DMAP (0.84 g, 6.8 mmol) in THF (15 mL) for 16 h 
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followed by chromatography (silica gel, mOAc/hexane, 2/8) to afford 1.1 g (68%) of Utert- 
butoxycart)onyI-1^3,4-tetrahydn)-2-methyl-4-quinolinone as a yellow oil. Data for 1-rer/- 
butoxycarbonyl-1 f 23,4-tetrahydro-2-methyM-quinolinone: *H NMR (400 MHz, CDCI3) 
7.99 (d, J 7.5, 1 H), 7.78 (d, J = 7.5, 1 H), 7.50 (t, J = 7.5, I H), 7. 1 2 (t, J = 7.5, 1 H), 5.10 
5 (m, 1 H), 3.04 (dd, /= 17.3, 5.8, 1 H), 2.57 (dd,7= 17.3, 1.7, 1 H), 1.56 (s, 9 H), 1.22 (d,7 
= 6.9,3H). 

(/?/,y-2/ t 4Kyi,23.4-TetTa^ 

(Compound 439j To a solution of a 3.0 M ether solution of MeMgBr ( 1 .0 rnL, 3.0 mmol) 
was added l-/crf-bmoxycarbonyl-U,3,4.teti^ydn>2-methyl-4-quinolinone (0.13 mg, 0.50 
10 mmol) in THF (6 mL) and the reaction was allowed to stir at it for 3 h, then was quenched 
with water (10 mL). Extraction with EtOAc (2 x 30 mL) followed by chromatography 
(silica gel, EtOAc/hexane, 3/7) afforded 50 mg (36%) of the adduct ,which was treated with 
10% Pd/C (10 mg) and one drop of H2SO4 in EtOAc (15 mL) under a hydrogen atmosphere 
for 1 6 h. Filtration from the catalyst through Celite™ afforded the crude \-tert- 
1 5 butoxycarbonyl- 1 ,2,3,4-tetrahydro-2,4-dimethy 1-4-quinoJine, which was treated with TFA 
(0.4 mL) in methylene chloride (1 mL) for 30 min. The reaction was neutralized with 5 % 
NaOH to pH 10 and was extracted with EtOAc (2 x 20 mL). Chromatography (silica gel, 
EtOAc/hexane, 1/9) afforded 20 mg (69%) of (/V5-2Mii)-U3,4-tetrahydro-2,4^imethyM- 
quinoline (structure 60A of Scheme LI, where R*=r3=H, R2=R4 ==me thyl) as a colorless 
20 oil. The quinoline was converted to the title compound according to the general nitration- 
hydrogenation-Knorr procedure described above for Compound 436 (EXAMPLE 336) in 
14% three step yield as a yellow solid. Data for Compound 439: *H NMR (400 MHz, 
CDCI3) 1 1.75 (s, 1 H), 7.47 (s, 1 H), 6.65 (s, 1 H), 6.33 (s, 1 H), 4.41 (s, 1 H), 3.59 (m, 1 
H), 2.92 (m, 1 H), 1 .94 (m, 1 H), 1 .38 (d, J = 6.8, 3 H), 1 .24 (m T 1 H), 1 .22 (d, J = 6.4, 3 
25 H). 

EXAMPLE 340 

(/y^^H-Ethv^^ 

glquinpline (Compound 440, structure 33A of Scheme XL. where R 1 -2 =R 6 =H . R3 CT ip t hvi | 
30 R4=ethvl. R^=trifluoroTnerhvn 




WO 96/19458 



PCT/US9S/16096 



302 



(R/SY- 1 .23.4-Tetrahvaro-7-methox v-2-methvl-4-quinoline. This compound was prepared in 
a manner similar to that described for 1 ^ t 3,4-tetrahydro-7-methoxy-4-quinolone 
(EXAMPLE 310) from anisidine and crotonic acid to afford the quinolinone as a brown oil. 
Data for 1 ,23»4-tetrahydro-7-rnethoxy-2-methyl-4-quinolinone: 1 HNMR (400 MHz, 
5 CDCI3) 7.78 (d, 7 = 8.7, 1 H), 6.33 (dd, 7 - 6.2, 2.2. 1 H), 6.08 (d, 7 = 2. 1 , 1 H), 4.27 (br s, 
1 H), 3.80 (s, 3 H), 2.59 (dd, 7=16, 3.7, 2 H), 2.42 (dd, 7 = 13, 12, 2 H), 

(R/S)- 1 -/gr/-B utox vcarbonyl- 1 .2.3.4>tetrahvdro-7>methoxv>2-methvl-4-Quinolone (structure 
31 A of Scheme XL. where R 1 ' 2 ^. R 3 =methyn. This compound was prepared in a 

1 0 manner similar to that described for 1 -fert-butoxycarbony 1- 1 ,23,4-tetrahydro-7-methoxy-4- 
quinolone (EXAMPLE 310) from I^,3,4-tetrahydro-7-methoxy-2-methyl-4-quinolinone 
(3.26 mg) to give 961 mg (62%) of the desired quinolone as an off-white solid. Data for 1- 
te/*-butoxycarbonyl-l,23,4-tet^ *H NMR (400 

MHz, CDCI3) 7.94 (d, 7 = 8.9, 1 H), 7.35 (d, 7 = 2.4, 1 H), 6.67 (dd, 7 = 8.7, 2.4, 1 H), 5.08 

15 (m, 1 H), 3.86 (s, 3 H), 2.99(dd,7 = 17,5.8, 1 H), 2.48 (dd, 7 = 17, 1.7, 1 H), 1.57 (s,9H), 
1.24 (d, 7=6.9, 3 H). 

(R/SY- 1 -terr-Butox vcarbonvl-4 -ethvl- 1 .2.3.4-tetrahvdro-7-methoxv^meth vlouinoline 
(structure 3 2A of Scheme XL. where R^H. R 3 =methvl. R4=eth v n , This compound was 

20 prepared in a manner similar to that described for ] -rcrr-butoxycarbonyl-4-ethy I- 1 ,2,3,4- 
tetrahydn>-7-methoxy-4-quinolone (EXAMPLE 314) from l-/err-butoxycarbonyl- 1,23.4- 
tetrahydro-7-methoxy-2-methyl-4-quinolone (100 mg) to give the desired quinoline (34 mg. 
30%) as a mixture of diastereomers. Data for l-rerr-butoxycarbonyl-4-ethyl-l,23,4- 
teti^ydro-7-methoxy-2-methylquinoIine: 1 H NMR (400 MHz, CDCI3) 7.05 (d, 7 = 8.6, 1 

25 H), 6.97 (d. 7 = 2.5, 1 H), 6.66 (dd, 7 = 8.5, 2.5, 1 H), 4.38 (m, 1 H), 3.78 (s, 3 H), 2.39 (m, 
1 H), 2.28 (m, I H),2.04(m,2H). 1.55 (m, 1 H), 1.49 (s. 9 H), 1.14 (d, 7= 6.2. 3 H), 1.08 
(t,7 = 7.4,3H). 



(fl/SM-Ethvl- 1 .23.4-tetr^vdro-7-h vdroxv-2-methvlQuinoltne . This compound was 
30 prepared in a manner similar to that described for 4-ethyl- 1 ,2,3,4-tetrahydro-7- 

hydroxyquinoline (EXAMPLE 314) from l-rm-butoxycarbonyl-4-ethyl-l,2,3,4-tetrahydro- 
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7-methoxy-2-methylquinoline (34 mg) to give the desired quinoline as a colorless oil, which 
was used without further purification in the following reaction. 

WS-2f,4«)-4-Ethvl- 1 .2.3.4-tetrahvdro.2.methvl^»-tri fluoroniethvl-8-Dvranonnr'> ft. 
glquinoline (Compound 440V This compound was prepared in a manner similar to that 
described for Compound 414 (EXAMPLE 314) to give the desired compound as a mix of 
diastereomers. Recrystallization of the diastereomeric mixture afforded a sample of 
Compound 440. Data for Compound 440: l H NMR (400 MHz, CDCI3) 7.38 (s,lH). 
6.37 (s, 1 H), 6.35 (s, 1 H), 4.43 (br s. 1 H), 3.57 (m, 1 H). 2.79 (m, 1 H), 2.04 (m, 2 H). 
1 61 (m. 1 H), 1 .28 (d, J = 6.4, 3 H), 1 .00 (t. / = 7.3, 3 H). 

EXAMPLE 341 

L ft/S-2/.3pHA3,4-Tetr*hvdro-2.3^ime^ 

(Compound 441. structure 62A of Scheme XI VIII. where. R Ur4 = ro =H R2-3 =tT ^ hY i 
R5=trifluoromefhYl) 

To a solution of l-rerr-butoxycarbonyl-1 A3,4-tetrahydro-2-methyl-4-quinolinone 
(EXAMPLE 339) (0.13 mg, 0.50 mmol) and iodomethane (0.50 mL , 8.0 mmol) in DMF (6 
mL ) was added NaH in a 60% mineral oil (40 mg, 1.0 mmol). The reaction mixture was 
stirred at rt for 1 6 h and was quenched by water ( 10 mL ). Extraction of the mixture with 
EtOAc (2 x 30 mL ) followed by chromatography (silica gel, EtOAc/hexane, 1/9) afforded a 
mixture of three alkylated products (125 mg, 91%). The above mixture was treated with 
NaBH4 (38 mg, 1.0 mmol) in methanol (15 mL ) for 1 h and the alcohol intermediates were 
purified by chromatography (silica gel, EtOAc/hexane, 3/7) to afford a mixture of three 
alcohols (120 mg, 95%). The mixture of alcohol intermediates (120 mg, 0.43 mmol) was 
treated with 10% Pd/C (20 mg) and one drop of H2SO4 in EtOAc (15 mL ) under H 2 for 18 
h. Filtration through a Celite™ pad provided the reduced products, which were directly 
treated with TFA (03 mL) in methylene chloride (1.0 m ) for 1 h. The reaction was 
quenched with 5% NaOH, brought to pH 10, and was extracted with EtOAc (2 x 20 mL). 
Chromatography (silica gel, EtOAc/hexane, 2/8) afforded a mixture of three products (30 
mg, 43%), containing (fZ/5-2/,3n)-l,2^,4-tetrahydro-2,3-dimethylquinoline (structure 60A 
of Scheme LI, where R • =R 4 =H, R2-3=methyiy, (/J/S-2/.3/>1.2,3.4-te<rahydro-2,3- 
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dimethylquinoline (structure 60A of Scheme LI, where R ] =R 4 =H, R 2 - 3 =methyI), and 
(/2/5)-l t 2,3»4-tetrahydro-23 > 3-trimethylquinoline (structure 71A of Scheme LII, where 
r!=r5-h, R^smethyl). The mixture of the quinolines (30 mg, 0.18 mmol) was 
subjected to the nitration-hydrogen ation-Knorr procedure described above for Compound 
5 436 (EXAMPLE 336) to afford a mixture of Compound 441, 442, and 443, which was 
purified by HPLC (10 mm x 25 cm ODC column, 80% MeOH/20% H2O, 3.0 mL /min.). 
Data for Compound 441: *H NMR (400 MHz, acetone-d6) 10.68 (s, 1 H), 7.25 (s, 1 H), 
6.48 (s, 1 H), 6.41 (s, 1 H), 6.09 (s, 1 H), 3.13 (m, 1 H), 2.80 (dd, J = 15.9, 4.3, 1 H), 2.53 
(dd,/= 15.9, 12.0, 1 H), 1.61 (m, 1 H), 1 .24 (d, J = 6.3, 3 H), 1 .04 (d, J = 6.5, 3 H). 

10 

EXAMPLE ?42 

(WS-2/.3/V1.2.3.4-Tetrahvdro-2.3^^ 

(Compound 441. structure 62A of Scheme XLVIIL where R^r4 = r6 ==h . R2-3 =methvL 
R 5 ^trifluorpmethY0 

1 5 Compound 442 was obtained along with Compounds 441 and 443 as described above 

(EXAMPLE 341). Data for Compound 442: *H NMR (400 MHz, acetone^) 10.80 (s, 1 
H), 7.28 (s. 1 H), 6.49 (s, 1 H), 6.48 (s, 1 H), 6.15 (s, 1 H), 3.62 (m, 1 H), 2.91 (m, 1 H), 
2.62 (dd, J = 1 6.3, 6.5, 1 H), 2.07 (m, 1 H), 1 . 1 5 (d, J = 6.5, 3 H), 0.93 (d, J = 6.8, 3 H). 

20 EXAMPLE 343 

(/y5V1.2.3.4-Tetrahyd3XH23.3-trim 

(Compound 443. structure 73A of Scheme LII. where R'=r5=r7 = h. R2-4=methvl. 
R6=trifluQrQmtthYlV 

Compound 443 was obtained along with Compounds 441 and 442 as described above 
25 (EXAMPLE 341). Data for Compound 443: *H NMR (400 MHz. acetone-d6) 10.58 (s, 1 
H), 7.23 (s, 1 H), 6.50 (s, 1 H), 6.41 (s, 1 H), 6.08 (s, 1 H), 3.28 (m, 1 H), 2.65 (d,7= 15.8, 
1 H), 2.53 (d, J= 15.8, 1 H), 1.15 (d, J = 6.6, 3 H), 1.03 (s, 3 H), 0.84 (s, 3 H). 
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EXAMPLE 344 

f/y^l.23.4-Tetrahvdro-2-methvl^trifluo mmethvl-8-Dvridonor5.fi-^] TO T n ^i P< . 
(Compound 444. structure S3A of Scheme XLVI. w here rI-^rS^h ^gugflpj, 
R^striflMommethvh 

5 1 A3,4-tetrahydro-2-methylquinoline (0. 1 5 g, 1 .0 mmol) was converted to Compound 444 
according to the nitration-hydrogenation-Knorr procedure described for Compound 436 
(EXAMPLE 336) to afford 35 mg (13%) of Compound 444 as a yellow solid. Data for 
Compound 444: III NMR (400 MHz, acetone-d6) 10.83 (s, 1 H), 7.29 (s, 1 H), 6.55 (s, 1 
H). 6.50(s. I H), 6.17 (s, 1 H), 3.57 (m, 1 H), 2.91-2.82 (m, 2 H). 2.03 (m, 1 H). 1.54 (m, 1 
10 H), 1.25 (d, J = 6.4, 3 H). 

EXAMPLE 345 

WSM-Ethyl-1 .? 3 4^etrahvdn>^>-trinuor n ni e thvl -8-pvridonnr5,6-glflui n nlin f -. (Comp ound 
445, structure 62A of Srneme XLVIII. where r1-3 =R 6 =H . R^thvl. R5 =triflllomtn< , thvh 
15 t&SH •^rr-Butyloxvcarbonvl-4-ethvl- 1 .1* 4 -tetrahvdm-l-hvdroxvqiiinnlin* To a flame- 
dried 25-mL rb flask containing ethylmagnesium bromide (4.0 mL of a 3.0 M solution in 
Et20, 12.0 mmol, 3.0 equiv), at -10° C was added dropwise a solution of \-tert- 
butyloxycartx>nyl-l^,3,4-tetrahydro-4-quinolone (1.0 g, 4.0 mmol) in Et20 (4 mL). The 
reaction mixture was stirred at -10° C for 15 min, then allowed to warm to rt over 10 min. 

20 A 1 .0 M solution of NaHSC-4 ( 1 0 mL) was then rapidly added. The resulting biphasic 
mixture was extracted with EtOAc (3 x 10 mL), and the combined organic extracts were 
dried (Na2S04) and concentrated under reduced pressure. The residue was purified by flash 
chromatography (silica gel, hexanes / EtOAc, 4:1), affording 800 mg (71 %) of the desired 
product as a clear yellow oil (R/0.14, hexanes / EtOAc, 4: 1). Data for I-tert- 

25 butoxycaitonyl^thyl-l^,3,4-teti^ydro-4-hydroxyquinoline: *HNMR (400 MHz, 

CDCI3) 7.68 (d. 1H, J = 8.4. 8-H). 7.47 (dd, 1H. J = 7.9. 1 .7. 5-H), 7.2 1 (ddd. 1H, J = 7.4. 
7.4. 1.6. 6-H), 7.09 (ddd. 1H, J = 7.8, 7.8, 1.1, 7-H), 4.03 (ddd, 1H. 7= 12.9. 7.1, 4.7. 2-H), 
3.47 (ddd. 1H.7= 13.1. 8.6, 4.3, 2-H), 2.1 1 (ddd, 1H,7= 13.5. 8.6. 4.8, 3-H), 1.86 (m, 3H, 
3-H, CH2CH3), 1.52 [s, 9H. C(Cff3)3J. 0.89 (t. 3H. J= 7.5. CH3). 

30 
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f/g/^-4.EthvM^3.4-te trahvdroQuinoline (structure 60A of Scheme XLVTIL where R*~ 
3=H. R4=ethvl) . To a flame-dried 100-mLrb flask containing l-rm-butyloxycarbonyl-4- 
ethyl- 1,23,4- tetrahydro-4-hydroxyquinoIine (800 mg, 2.88 mmol ) in a 1:1 solution of 
EtOAc / EtOH (20 mL) at rt was added 10% Pd/C (approx. 1 mol %). After evacuation and 

5 flushing of the vessel three times with nitrogen, one drop of trifluoroacetic acid was added, 
the vessel evacuated once more, and the mixture stirred under an atmosphere of hydrogen 
for 16 h. The reaction mixture was then filtered, and concentrated under reduced pressure. 
The residue was transferred to a 25-mL rb flask with CH2CI2 (3 mL) and stirred at rt. TFA 
(1 .2 mL) was added and the reaction was vented and stirred for 2 h at rt. A solution of sat'd. 

10 NaHC03 (adjusted to pH 9 with 3.0 M NaOH) was added until the aqueous phase was 

approximately pH 9. The resulting aqueous phase was extracted with CH2CI2 (3x10 mL), 
and the combined organic extracts were dried (Na2S04), and concentrated under reduced 
pressure to yield 351 mg (71%) of a colorless oil, which turned blue on exposure to air (R/ 
0.40, hexanes/ EtOAc 2:1). Data for (/VJ)-4^thyl-1^3»4-tetrahydroquinoline: *HNMR 

1 5 (400 MHz, CDCI3) 7.02 (d, 1 H, J = 7.6, 8-H), 6.96 (ddd, 1 H, / = 7.7, 7.7. 1 .3, 7-H), 6.6 1 
(ddd, 1H,J=8.2, 8.2, 1 .0, 6-H), 6.47 (d, 1H, J= 7.9, 5-H), 3.83 (brs, lH,CH2N/7), 3.31 
(ddd, 1H, 7= 1 1.3, 1 1.3, 3.6, 2-H), 3.25 (ddd, 1H, J = 9.7, 9.7, 4.8, 2-H), 2.65 (dddd, 1H, J 
o 10.1,5.1,5.1,5.1, 4-H), 1.92(dddd, 1H, J = 9.6, 4.7, 4.7, 4.7, 3- H), 1.82(m, 1H,3-H), 
1 .74 (m, 1 H, 0/2CH3), 0.98 (t, 3H, J = 7.4, C#3). 

20 

(R/^7-Amino-4-et hvl-L2.3.4-tetrahvdroquinoline (structure 61A of Scheme XLVIII. 
where R*-3=H. R 4 =ethvn . A 25-mL rb flask containing (/2/S)-4-ethy 1-1, 2.3,4- 
tetrahydroquinoline (340 mg, 2.1 mmol) was cooled to -10° C, and cone. H2SO4 (5 mL) 
was added slowly. The resulting solution was warmed to rt to effect complete dissolution of 

25 the quinoiine, then cooled again to -10° C and stirred vigorously. Fuming HNO3 (85 uL) 
was added dropwise, slowly, and the reaction mixture turned dark red. After 10 min, the 
reaction mixture was poured onto cracked ice and diluted with water (5 mL). Sat'd 
NaHC03 (80 mL) was added, and the pH was adjusted to pH 9 with 3.0 M NaOH. This 
aqueous phase was extracted with EtOAc (3 x 75 mL), and the combined extracts were 

30 dried (Na2S04),and concentrated under reduced pressure to yield a dark red oil. This crude 
material was placed into a 250-mL rb flask with 1 : 1 EtOAc / EtOH (40 mL) and 10% Pd on 
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C (approx. I mol %). The vessel was evacuated and flushed with nitrogen three times, then 
stirred under an atmosphere of hydrogen for 16 h, filtered, and concentrated under reduced 
pressure to yield a yellow oil, which was purified by flash chromatography (silica gel, 
CH2CI2 / methanol, 9: 1), affording 210 mg (57 %) of the desired product as a dark yellow 
5 oil (R/0.50, CH2CI2 / MeOH, 9: 1 ). Data for (/W)-7-amino-4-ethyl- 1 ,2,3,4- 

tetrahydroquinoline: *H NMR (400 MHz, CDCI3) 6.81 (d, 1H,7= 8.1, 5-H), 6.02 (dd, 

IH, J = 8.0, 2.2, 6-H), 5.84 (d, 1H, J = 2.3, 8-H), 3.48 (s, 2H, N#2), 3.27 (ddd, 1H, J = 

I I . 1 , 1 1 . 1 , 3.5, 2-H), 3.20 (ddd, 1 H, J = 9.8, 5.3, 4.5, 2-H), 2.55 (dddd, 1H, J = 1 0.2, 5.2, 
5.2, 5.2, 4H), 1.90 (dddd, 1H, 9.6, 9.6, 9.6,4.7, 3-H), 3 .72 (m, 2H, 3-H, CA/2CH3), 1.48 

10 (m, 1H, Cff2CH3), 0.96 (t, 3H, J = 7.4, C//3). 

(R/S)-4-Eti\Y)-l ,2.3.4-teU^vdro>6-rrifluorome thvl-8-Dvridonof5.6>Plquinoline (Compound 
445L To a flame-dried 100-mL rb flask containing 7-amino-4-ethy 1-1 ,2,3,4- 
tetrahydroquinoline (210 mg, 1.19 mmol), in ethanol (20 mL), at rt, was added ethyl-4,4,4- 

1 5 trifluoroacetoacetate ( 1 90 fiL, 1 .3 1 mmol, 1 . 1 equiv) followed by ZnCl2 (244 mg, 1 .79 
mmol, 1 .5 equiv). The reaction mixture was heated to reflux for 6 h, at which point all 
starting material had been consumed (by TLC analysis). The reaction mixture was cooled to 
it, and the solvent removed under reduced pressure. Dichloromethane (20 mL) was added 
and the organic phase washed with sat'd NaHCC>3 (2x10 mL) and brine (I x 10 mL), then 

20 dried (Na2S04), and concentrated under reduced presure. This crude product was purified 
by flash chromatography (sUica gel, CH2CI2 / MeOH, 15:1), affording 24.4 mg (7%) of the 
desired product as a yellow solid. Data for Compound 445: R/0.37, (CH2CI2 / MeOH, 
9:1); lH NMR (400 MHz, CD3OD) 7.31 (s, IH, 5-H), 6.47 (s, 1H, 7-H), 6.37 (s, 1H, 10- 
H), 3.34 (m, 2H, 2-H), 2.70 (m, 1H, 4-H), 1.88 (n% 2H, 3-H), 1.62 (m, 2H, C//2CH3), 1.00 

25 (t,3H,y = 7.5,C#3). 

EXAMPLE 346 

(#5-2/. 3tfM.2.3.4-Tetrahvd^ 

glq uinolipe (Compound 446, structure 81A of Scheme LII1. where R>=r4 = r6 =r 8 =h , r2- 
30 3 =rnethv! RS ^tnfluQromethvn 
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To a solution of Compound 441 (3.5 mg, 0.012 mmol) and iodomethane (0. 10 mL , 1 .6 
mmol) in THF (2.0 mL ) was added NaH as a 60% in mineral oil (10 mg, 0.25 mmol) and 
the reaction was stirred at rt for 1 h, then, was quenched by water (10 mL ). Extraction with 
EtOAc (2x15 mL ) and chromatography (silica gel, EtOAc/hexane, 1/1) afforded 3.0 mg 
5 (81%) of Compound 446 as a yellowish solid. Data for Compound 446: 1 HNMR(400 
MHz, CDCI3) 7.36 (s, 1 H), 6.72 (s, 1 H), 6.32 (s, 1 H), 4.40 (s, 1 H), 3.61 (s, 3 H), 3.14 (m, 
1 H), 2.83 (dd, J = 16.0, 4.4, I H), 2.54 (dd, J = 16.0, 1 1.0, 1 H), 1.63 (m, 1 H), 1.26 (d,J = 
6.3 , 3 H), 1 .06 (d, J m 6.6, 3 H). 



10 EXAMPLE 347 

(R/S)- 1 J2.3.4-Tetrahydro-4-propyl-6-trifluoromethy l-8-pvridonor5.6-g1qu3noline 
(Compound 447. structure 62A of Scheme XLVIIL where r!-3 = r6 = h. R 4 =/i-propvL 
R 5 ^trifluoromethvn 

l-terr-Butvloxvcari>onvl-L23.4-tetra^^ This compound 

1 5 was prepared from 1 -/m-butyloxycarbamoyl- 1 ,23 ,4- tetrahy dro-4-qui nolone ( 1 .00 g, 4.00 
mmol) in the manner previously described for Wert-buty)oxycart>amoyl-4-ethyl-l,23.4- 
tetrahydro-4-hydroxyquinoline (EXAMPLE 345), affording 567 mg (48%) of the tertiary 
alcohol as a yellow oil (Rf 0.22, hexanes / EtOAc, 4: 1 ). Data for 1 -rerf-buty loxycarbony 1- 
1^3,4-tetrahydro-4-hydroxy-4-propylquinoline: *HNMR (400 MHz, CDCI3) 7.67 (d, 
20 1H, 7= 8.2. 8-H), 7.48 (dd, 1H, J = 7.9, 1 .7, 5-H), 7.20 (ddd, 1H, 7- 8.6, 8.6, 1.4, 6-H), 

7.08 (ddd, 1H, J = 7.6, 7.6, 1.1, 7-H), 4.03 (ddd, 1H, J = 12.8, 7.1, 4.8, 2-H), 3.46 (ddd, 1H, 
7 = 13.0. 8.5, 4.4, 2-H), 2.11 (ddd, 1H,7 = 13.5, 8.5,4.8, 3-H), 1.89 (ddd, 1H,7= 13.6,7.2, 
4.4, 3-H), 1.78 (m, 2H, C//2C2H5), L52 [s, 9H, C(C//3)3h 132 (m, 2H, CH2C//2CH3), 
0.90 (t, 3H, J = 7.3, CH2C//3). 

25 

f/?/5V1.23.4-Tetrahvdn>4-DroovlouinoHne f structure 60A of Scheme XL VIII. where R*~ 
3 =H. R 4 =n-propvn . This compound was prepared from 1-terf-butyloxycarbonyl-l ,2,3,4- 
tetrahydro-4-hydroxy-4-propylquinoline (550 mg, 1.89 mmol) in the manner previously 
described for 4-ethyl-l^,3,4-tetrahydroquinoline (EXAMPLE 345), affording 229 mg 
30 (66%) of the desired tetrahy droquinoline as a yellow oil (Rf 0.10, hexanes / EtOAc, 2: 1). 
DaUfor(/VS)-l,23,4-tetrahydro-4-propylquinoline: *H NMR (400 MHz, CDC] 3) 7.07 





WO 96/19458 



PCI7US95/I6096 



309 



(d. 1H, 7 = 7.6, 5-H). 7.02 (ddd, 1H.7 = 7.9. 7.9. 1.1, 7-H), 6.77 (dd, 1H,7 = 7.5, 7.4, 6-H). 
6.67 (d, 1H, 7= 7.9. 8-H), 6.25 (br s, 1H, N//). 3.37 (ddd, 1H, 7 = 1 1.5. 1 1.5, 3.5, 2-H), 
3.30 (m, 1H, 2-H), 2.78 (dddd, 1H, 7 = 10.0, 5.0, 5.0, 5.0, 4-H), 1 .99 and 1 .84 (2 x m. 2 x 
1 H, 3-H), 1 .68 (m, 1 H, Ctf 2CH2CH3), 1 .47 (m, 3H, C//2C//2CH3), 0.95 (t. 3H. 7 = 7.3, 



f^/5V7-Amino-1.2.3-4-t etrahvdro-4-propvlQuinoline (structure 61 A of Scheme XLVTII. 
where Rl~3=H. R4=n-pmpvll This compound was prepared from (RJSy 1 ,2,3,4-tetrahydro- 
4-propylquinoline (220 mg, 0.78 mmol) in the manner previously described for 7-amino-4- 

10 ethyl-1 ,2,3,4-tetrahydroquinoline (EXAMPLE 345), affording 114 mg (77%) of the product 
as a colorless oil (Rf 0. 1 0, hexanes / EtOAc. 2: 1 ). Data for {R/S)-l '-amino- 1 ,2,3,4- 
tetrahydro-4-propyIquinoline: *HNMR (400 MHz. CDCI3) 6.80 (d. 1H, 7 = 8.0. 5-H), 
6.01 (dd, 1H, .7=8.0, 23. 6-H). 5.83 (d. 1H.7= 2.2, 8-H), 3.74 (br s, 1H, NT*), 3.41 (brs, 
2H.N//2), 3.28 (ddd, 1H. .7=11.0. 1 1 .0. 3.3, 2-H), 3.l9(ddd, I H, 7 = 9.7, 4.7, 4.7, 2-H), 

15 2.65 (dddd. 1H.7 = 5.1,5.1, 5.1, 5.1, 4-H), 1.89(dddd, 1 H, 7 = 9.7, 9.7, 9.7, 4.5, 3-H). 1.73 
(dddd, 1H. J = 8.6. 8.6. 4.8. 4.8. 3-H), 1 .6 1 (m, 1H. C//2CH2CH3), ] .40 (m, 3H, 
C/72C772CH3). 0.93 (t, 3H. J = 7.0. C//3). 

(/f/5^-1^3.4-Tetrahvdro-4-propvl- 6-trifluoromethvl-8-pvridonol5.6-glauinoline 
20 (Comppypd 447) This compound was prepared from 7-amino-l. 2,3.4-tetrahydro-4- 

propylquinoline (110 mg, 0.58 mmol) in the manner previously described for Compound 
445 (EXAMPLE 345), affording 8.9 mg (5%) of the desired product as a yellow powder (Rf 
0.44. CH2CI 2 /MeOH, 9:1). *H NMR (400 MHz, CDCI3) 7.34 (s, 1H, 5-H). 6.65 (s, 1H, 
7-H). 6.40 (s, 1 H, 1 0-H), 4.65 [br s. 1 H. (CH3)2CNfl)J. 3.42 (ddd, 1H, 7= 11.2, 11.2, 4.0, 
25 2-H), 3.34 (ddd, I H, J = 7.9, 3.8, 3.8, 2-H). 2.82 (m. 1H. 4-H). 1 .88 (m. 2H, 3-H), 1 .52 (m. 
4H, C7/2CW2CH3). 0.96 (t, 3H, J = 7. 1 , CH3). 

EXAMPLE 348 

(/?/5>3-Ethvl-1.23.4-tetrahv dro-2.2-dimethvl-6-trinuoromethvl-8-pvridonof5.6-glauinoline 
30 (Compound 448. structure 79A of Scheme LHL where r!=r5 = r7 =H . R2-3 =methv | 

R4=ethvl. R6 =t rifl..amTTH.thyP 



5 Cff3). 
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r/^5V3>EtfivI-1.23.4>teti^vdro-2 .2-dimethvlQuinoline (structure 77A of Scheme LIU 
where R ] =R 5 =H. R^^methvl. R^thvl). To a solution of 1 -rcrf-butoxycarbonyl- 1.23.4- 
tetrahydro-2^-dimethyl-4-quinolinone (EXAMPLE 325) (0.10 g, 036 mmol) and 
iodoethane (0 JO mL , 63 mmol) in DMF (5 mL ) was added NaH (60 % in mineral oil, 40 
5 mg, 1 .0 mmol) and the resulting mixture was stirred at rt for 1 5 h. The reaction was 
quenched with water (5 mL ) and was extracted with EtOAc (2x15 mL ). Removal of 
solvent and chromatography of the crude residue on a silica gel column using a 1 0% 
mixture of EtOAc and hexane as solvents afforded a mixture of products, which was treated 
with TFA (0.50 mL ) in methylene chloride (1.0 mL ) for 3 h. The reaction was neutralized 

10 to pH 1 0 by 5 % NaOH and was extracted with EtOAc (2 x 20 mL ). Chromatography 

(silica gel, EtOAc/hexane, 3/7) afforded 30 mg (41%) of (/2/5)-3-ethyl-i^3,4-tetrahydro- 
2,2-dimethyl-4-quinolinone (30 mg, 0.15 mmol) as a colorless oil. The quinolinone (30 mg, 
0.15 mmol) was treated with Et3SiH (1.0 mL ) and BF3-OEt2 (0.05 mL , 0.4 mmol) in 
CH2CI2 ( 1 0 mL) at 1 00° C for 1 5 h in a sealed tube. Purification of the crude product by 

1 5 chromatography (silica gel, EtOAc/hexane, 1 /9) afforded 20 mg (7 1 %) of (/2/S)-3-ethy I- 
1 t 23t4-tetrahydro-2,2-dimethy Iquinoline. Data for (rt/S)-3-ethyl- 1 ,23,4-tetrahydro-2,2- 
dimethylquinoline: *H NMR (400 MHz, CDCI3) 6.98 (d, J = 7.5, 1 H), 6.96 (t, 7= 7.5, 1 
H). 6.61 (t, /= 7.5, 1 H), 6.44 (d, J = 7.5, 1 H), 3.60 (s, 1 H), 2.90 (dd, J = 16.7, 5.2, 1 H), 
2.41 (dd, J = 16.7, 10.7, 1 H), 1.68 (m, 1 H), 1.52 (m, 1 H), 1.23 (m, 1 H), 1.22 (s, 3 H), 

20 1.05 (s. 3 H). 

(/yS)-3-EthvHJ23.4-teti^ 

(Compound 448V The quinoline prepared above (20 mg) was converted to Compound 448 
according to the nitration-hydrogenation-Knorr procedure described for Compound 436 
25 (EXAMPLE 336) to afford 2.0 mg (13%) of Compound 448 as a yellow solid. Data for 
Compound 448: *H NMR (400 MHz. acetone-d6) 10.65 (s, 1 H), 7.31 (s, 1 H), 6.47 (s, 1 
H),6.41 (s, 1 H), 6.06(s, 1 H),3.01 (dd, J= 16.6,4.8, 1 H),2.53 (dd, J= 16.6, 11.0, 1 H), 
1.72 (m, 1 H), 1.53 (m, 1 H), 130 (s, 1 H), 1.12 (s, 3 H), 1.10-1.00 (m, 4 H). 
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EXAMPLE 349 

(/ySH^^-Tetrahvdro-2.^^ 

jglauinoline (Compound 449. s tructure 79A of Scheme LIIL where r1=r5=r7 =H , r2- 
3 =methvL R 4 =n-DropvL R^fluoromethvm 
5 (/?/^1.23.4-Teti^vdi^^ (structure T7A of Scheme T JJJ , 

where R ; =R 5 =H. R 2 ' 3 =methvl. R 4 =n-proovn. This compound was prepared in a manner 
similar to that described for (/2/S)-3-ethyl- l t 23t4-tetrahydro-2^dimethylquinoline 
(EXAMPLE 348) but using iodopropane in place of iodoethane. (MS)- 1 ,2,3.4-Tetrahydro- 
2 f 2*dimethyl-4-propylquinoline was obtained in 16% overall yield as a colorless oil. Data 
10 for (R/S)- 1 ^3»4-teti^ydro-2,2^imethyl-4-propylquinoline: *H NMR (400 MHz, CDCI3) 
6.98 (d, J a 7.4, 1 H), 6.96 (t, J = 7.4, 1 H), 6.61 (t, J = 7.4, 1 H), 6.45 (d. J = 7.4, 1 H), 3.60 
(brs, 1 H),2.87 (dd,J = 16.6,5.2, 1 H), 2.42 (dd, / = 16.6, 10.7, 1 H), 1 .66-1 .49 (m, 3 H), 

I . 40, 1 .25 (m, 2 H), 1 .2 1 (s, 3 H), 1 .05 (s. 3 H), 0.92 (t, J - 7. 1 . 3 H). 
(MS)- 1 .23,4-Tetrahvdro-2^Kiimemvl-6-^^ 

1 5 filqujnoline (Compound 449). Compound 449 was prepared in manner similar to that 

described for Compound 448 (EXAMPLE 348), to afford Compound 449 in a 32% overall 
yield. Data for Compound 449: *H NMR (400 MHz, CDO3) 1 1.00 (s, 1 H), 7.32 (s, 1 H), 
6.61 (s, 1 H), 6.42 (s, 1 H), 4.60 (brs, 1 H), 2.90 (dd, J = 1 6.6, 4.4, 1 H), 2.45 (dd, J = 1 6.6. 

I I. 3. 1 H), 1.70-1.42 (m, 3 H), 1.36-1.24 (m, 2 H), 1.18 (s, 3 H), 1.02 (s, 3 H), 0.93 (t, J = 
20 6.7, 3 H). 

EXAMPLE 350 

l-Methvl»5>trifluommethvU7-pvridonor5.6-r1i ndoHne (Compound 450. structure 83A of 
Scheme LV. where R 13 =R 5 =H. R4=trifluoromethvL R^methvlV 

25 Compound 419 (10 mg, 0.0393 mmol) and paraformaldehyde (1 1 mg, 0.0393 mmol) were 
dissolved in glacial acetic acid (23 mL) and stirred for 10 min at rt. NaBH3CN (13 mg, 
0. 197 mmol) was added in one portion and allowed to stir at rt for 15 h. 'Hie reaction 
mixture was poured over ice and made basic with 10% NaOH. The aqueous layer was 
extracted with EtOAc (3 x 50 mL), dried (Na2S04). filtered, and concentrated. The crude 

30 materia] was dissolved in 5% MeOH/CHCl3 (0.5 mL) and loaded onto a 1000 urn reverse 
phase TLC plate (Whatman PLKC1 8F Silica Gel 150 A). The plate was eluted with 80% 
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MCOH/H2O to afford 5.8 mg (55 %) of Compound 450 as a light yellow solid. Data for 
Compound 450: 1 H NMR (400 MHz, acctone-d6) 7.29 (d, J = 1 .6, 1 H), 6.54 (s, 1 H), 6. 10 
(s, 1 H), 3.50 (t, 7=8.1, 2 H), 3.01 (t, J = 8.0, 2 H), 2.83 (s,3H). 



6^5-C^ano-2-thienvlV1.2>dihvdro>2.2.4-triTnethvlouinoline (Compoun d 451. stucture 4 of 
Scheme II. where R 1 =5-cvano-2-thien vH. 

To a solution of 1 -fen-butyloxycarbony l-6-(5-formyl-2-thieny 1)- 1 ,2-dihydro-2,2,4- 
trimethylquinoline (12 mg, 0.03 mmol) in acetonitrile/water (10 ml/0.5 ml) was added 

10 hydroxylamine-0-sulphonic acid (5 mg, 0.04 mmol). The reaction mixture was heated to 
65° C for 1 h. The reaction was quenched with 10% NaOH (5 mL) and extracted with 
EtOAc (10 mL). The organic layer was washed with water and brine (3x5 mL each), dried 
(Na2S04), and concentrated in vacuo to afford the crude product as a yellow oil. The crude 
product was purified by prep. TLC (20 x 20cm, 250jim, 25% EtOAc:hexane) to afford 5 mg 

1 5 (40%) of 1 -te/t-buty loxycarbony l-6-(5-cyano-2-thienyl)- 1 ,2-dihydro-2,2,4- 

trimethylquinoline as a yellow oil. This product was dissolved in CH2CI2 (5 mL) and 
treated with TFA (0. 1 ml) at rt with stirring. After 2 h, the reaction was quenched with 10% 
NaOH (5 mL). The organic layer was washed with water and brine (3x5 mL each), dried 
(Na2S04) and concentrated in vacuo to afford the crude product as a yellow oil. The crude 

20 product was purified by prep. TLC (20 x 20cm, 250jim, 25% EtOAc:hexane) to afford 2 mg 
(60%) of Compound 451 as a yellow oil. Data for Compound 451: R/ 0.3 (silica gel, 25% 
EtOAciHex); *H NMR(400 MHz, CDCI3) 7.52 (d, / - 4.0, 1 H), 7.23 (s, 1 H), 7.22 (d, J 
= 7.4, 1 H). 7.07 (d. J = 4.0, 1 H), 6.43 (d, / = 7.4, 1 H), 5.38 (s, 1 H), 2.02 (s, 3 H), 1 .3 1 (s, 
6H). 



6^5^a^c^3-thienvlVl^KlihYdrc^2.2.4-trimethvlquinoline (Compound 452. stucture 4 of 
Scheme II. where Rl=5-cvano-3-thienvn. 

4-Bromo-2-cvanothiophene . To a solution of 4-bromo-2-thiophenecarboxaIdehyde (1 .0 g. 
30 5.2 mmol, Aldrich) in acetonitrile/water (20 mL/2 mL) was added hyroxy lamine-Osulfonic 
acid (2.4 g, 21 .2 mmol, Aldrich). The dark solution was heated to 65° C with stirring. After 



5 
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8 h, the reaction was quenched with 10% NaOH (10 mL). The solution was extracted with 
EtOAc (30 mL). The organic layer was washed with water and brine (3 x 10 mL each), 
dried (Na2S04), and concentrated in vacuo to afford the crude product as a tan solid. The 
crude product was purified by silica flash chromatography (5-25% EtOAc:hexane) to afford 
5 0.50 g (5 1 %) of 4-bromo-2-cy anothiophene as a white solid. Data for 4-bromo~2- 

cyanothiophene: Rf 0.49 (silica, 25% EtOAcrhex.); l U NMR(400 MHz, CDCI3) 7.54 (s, 1 
H), 7.50 (s, 1 H). 

fe(5-Cvano-3-thienvl)-1.2>dihvdro>2.2 ,4-trimethvlquinoline (Compound 4521 This 
10 compound was prepared by General Method 2 from compound 9 (200 mg, 0.63 mmol) and 
4-bromo-2-cyanothiophene (0.50 g, 2.65 mmol). The crude product was purified by prep. 
TLC (20 x 20cm, lOOOum* 25% ETOAcrHexane) to afford 160 mg (91 %) of Compound 
452 as a yellow oil. Data for Compound 452: R/0.50 (silica gel, 25% EtOAcrhex); *H 
NMR(400 MHz, CDCI3) 7.79 (s, 1 H), 7.46 (s, 1 H), 7.20 (s, 1 H), 7.16 (d, 7= 8.3, 1 H), 
15 6.46 (d, J = 8.3, 1 H), 5.37 (s, 1 H), 2.03 (s, 3 H), 1.31 (s, 6 H); IR (film, NaCl) 1 159, 1381, 
1402, 1449. 1476, 1499, 1609, 1653,2216, 2915,3294,3584. 

EXAMPLE 153 

^f?-FftrmYlphenYlVl,2-dphYdro>2,2^trimethvlouinoline fComnon nd 453. structure A nf 
20 Scheme II. where R 1 =^-f orm vlnhrn vl ) 

This compound was prepared by General Method 2 from Compound 9 (50 mg, 0.1 58 mmol) 
and 2-(3-bromophenylH3-dioxolane (171 mg, 0.788 mmol). Purification by flash 
chromatography on silica gel (20 g) using 5% EtOAcrhexanes afforded 21 mg (48%) of 
Compound 453 as a yellow oil. Data for Compound 453: *H NMR (400 MHz, acetone- 
25 d6) 10.09 (s, 1 H), 8. 1 1 (d, J = 1 .4, 1 H), 7.90 (d, / = 7.2, 1 H). 7.77 (d, J = 7.5, 1 H), 7.59 
(t, J = 7.6, 1 H), 7.40 (d, / = 2.2, 1 H), 7.33 (dd, J = 8.4, 2.2, 1 H), 6.61 (d. 7 = 8.2, I H), 
5.40 (s, 1 H), 5.38 (bs, 1 H), 1 .29 (s, 9 H). 



EXAMPLE 354 

1 ^-DjhY^2.2Atrimethvl>6-f3^methvlsulfonvnDhenvn Q uinoline fCompminrl 4S4 
structure 4 of Scheme II. where Rl=3^m ethvlsulfonvn D henvl 1 
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3-BromophenyKrnethvnsulfone . In a 50 mL r.b flask, m-CPBA (623 mg, 2.166 mmol, 
60%) was suspended in CH2CI2 (20 mL) and cooled to -20° C. 3-Bromothioanisole (200 
mg, 0.985 mmol) in CH2CI2 (1 mL) was added to the slurry and allowed to warm to it for 2 
h. The reaction was quenched with H2O and the aqueous layer was extracted with CH2CI2 
5 (3 x 50 mL). The combined organics were washed with brine (25 mL), dried (Na2S04), 
filtered, and concentrated onto Celite™. The material was purified by flash chromatography 
on silica gel (40 g) using 30% EtOAc/hexanes as eluent to afford 229 mg (99 %) of the 
sulfone as a tan solid. Data for 3-bromopheny!(methyl)sulfone: *H NMR (400 MHz, 
CDCI3) 8.10(t, 7= 1.6, 1 H), 7.88 (d, 7 =7.9. 1 H), 7.79 (d, 7 = 8.0, 1 H), 7.46 (t, 7 = 7.9, 1 
10 H), 3.07 (s, 3 H). 

K2-Dihvdro-2.2.4-trimethvl6-r3>(methvlsulfonvnphenvnquino1in e (Compound 454). This 
compound was prepared by a modification of General Method 2 as follows. A flask was 
charged with Compound 9 (123 mg, 0.388 mmol), the sulfone (83 mg, 0.353 mmol), 

15 Pd(OAc)2 (4 mg, 0.018 mmol), triphenylphosphine (18.5 mg, 0.071 mmol), and K3PO4 
(1 12.4 mg, 0330 mmol). The flask was flushed with N2 for 5 min and then 5 mL of DMF 
(anhydrous) was added. The resulting reaction mixture was heated to 100° C for 15 h. The 
reaction was allowed to cool to rt and was quenched with H2O (20 mL). The aqueous layer 
was extracted with EtOAc (3x100 mL). The combined organics were washed with H2O 

20 (3x50 mL) and brine (30 mL), dried (Na2S04), filtered and concentrated. The resulting 
material was dissolved in dimethyl sulfide (0.5 mL), and cooled to 0° C. This solution was 
treated with trifluoroacetic acid (0.5 mL) and allowed to stir at 0° C for 1 h. The reaction 
was quenched with H2O (2 mL) followed by a slow addition of NaHC03 (sat) until 
neutralized. The aqueous was extracted with EtOAc (2 x 30 mL). The combined organics 

25 were washed with brine ( 1 0 mL), dried (Na2S04), filtered and concentrated onto Celite™. 
The material was purified by flash chromatography on silica gel (30 g) using 25% 
EtOAc/hexanes as eluent to give 15 mg (12% overall) of Compound 454 as a light yellow 
film. Data for Compound 454: *H NMR (400 MHz, acetone-d6) 8-08 (t, 7 = 1 .8, 1 H), 7.91 
(dd, 7 = 6.7. 1.5, 1 H), 7.78 (dd, 7 =6.5, 1.6, 1 H), 7.64 (t, 7=7.8, lH),7.39(d, 7=2.1, 1 

30 H), 733 (dd, 7=8.1, 2.0, 1 H), 6.61 (d,7 = 8.1. 1 H),5.43(bs, 1 H),5.41 (s. 1 H).3.16(s,3 
H), 2.09 (s,3H), 1.3 (s,6H). 
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EXAMPLE 355 

f/^)^3-Cvano-5-fluoropte^^ (Comp ound 
4SS. structure 5 of Scheme 1. where R*=3-CTan o-5-fluoropheiivn 
5 A 25 mL r.b. flask was charged with Compound 271 (EXAMPLE 171) (145.0 mg, 0.50 
mmol), ethyl acetate (1 mL) and 10% Pd/C (10 mg). The flask was fitted with a septum and 
the system was flushed with nitrogen. A balloon filled with hydrogen gas was inserted into 
the reaction flask and the reaction was allowed to progress at it for 2 h. The crude reaction 
mixture was filtered through a plug of Celite™. The crude mixture was purified by reverse 

10 phase semi-preparatory HPLC (70 % methanol/water-with trace triethyl amine; retention 
time 29 min.) yielding 50.0 mg (34%) of Compound 455. Data for Compound 455: *H 
NMR (400 MHz, acetone-d6) 7.81 (dt, J = 2.9, 1 .5, 1 H), 7.65 (ddt, J = 8.9, 3.7, 2.3, 1 H), 
7.55 (s, 1 H),7.37 (dd, J=9.7. LI, 1 H),7.32 (dd,7=8.6, 1.2, 1 H), 6.59 (d,/ = 8.4, 1 H), 
5.25 (br s. 1 H), 2.95 (m, 1 H), 1 .80 (ddd, / = 8.0, 5.4, 1 .5, 1 H), 1 .40 (m, 4 H), 1 .25 (s, 3 

15 H), 1.19 (s, 3 H). 

EXAMPLE 356 

(#S)-9-Chloro- 1 .2^ihvdro-2^4-trimethvl-5. pr^ 

(Compound 456. structure 42 of Scheme XI. where R=phenvl R 1 =H. R2=cn 
20 This compound was prepared by General Method 5 (Example 60) from Compound 209 (75 
mg, 0.230 mmol) and phenyl magnesium bromide (1.84 mL, 1.84 mmol) to afford 61 mg 
(68 %) of Compound 456 as a clear film. Data for Compound 456: *H NMR (400 MHz, 
acetone-d6) 7-58 (<*. / = 2.3, 1 H), 7.56 (s, 1 H). 7.22 (m, 4 H), 7. 1 9 (m, 1 H), 6.94 (dd, J = 
8.5, 2.5, 2 H), 6.83 (d, / = 8.5, 1 H), 6.76 (d, J - 8.5, 1 H), 5.63 (br s, 1 H), 5.46 (d, J m 8.5, 
25 1 H), 1.98 (s, 3 H), L26 (s. 3 H), 1.24 (s, 3 H). 

EXAMPLE 357 

WSVttV Pf h 1 ,2^i n ya^2,2 ,4.9-teframeft^^ (Comp ound 
457, structure 42 of Scheme XI. whe re R=n-butvL Rl=H. R2=methvlV 
30 This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 316 
(EXAMPLE 216) (44 mg, 0.14 mmol) and n-BuLi (2.5 M in hexanes, 0.30 mL, 0.75 mmol. 
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5.2 equivuiv) to afford 12 mg (24%) of Compound 457 as a pale yellow glass. Data for 
Compound 457: X H NMR (400 MHz, acetone-d6): 7.48 (s, 1 H), 7.45 (d. 7 = 8.2, 1 H), 
6.91 (47 = 6.6, 1 H), 6.76 (d, 7 = 8.0, 1 H), 6.67 (d, 7 = 8.2, 1H), 5.80(dd,7= 7.9, 3.3. 1 
H), 5.51 (s, 1 H), 5.36 (br s, 1 H), 2.81 (s, 3 H), 2.78 (s, 3 H), 1. 75 (m, 1 H), 1.55-1.35 (m, 
5 3 H), 1.30-1.20 (m, 2 H), 1.27 (s, 3 H), 1.18 (s, 3 H), 0.84 (t, J = 7.3. 3 H). 

Steroid Receptor Activity 

Utilizing the "cis-trans" or "co-transfectiorT assay described by Evans et al., Science . 
24Q:889-95 (May 13, 1988), the disclosure of which is herein incorporated by reference, the 

10 compounds of the present invention were tested and found to have strong, specific activity 
as both agonists, partial agonists and antagonists of PR, AR, ER, GR and MR. This assay is 
described in further detail in U.S. Patent Nos. 4,981,784 and 5,071,773, the disclosures of 
which are incorporated herein by reference. 

The co-transfection assay provides a method for identifying functional agonists and 

15 partial agonists which mimic, or antagonists which inhibit, the effect of native hormones, 
and quantifying their activity for responsive IR proteins. In this regard, the co-transfection 
assay mimics an in. vivo system in the laboratory. Importantly, activity in the co-transfection 
assay correlates very well with known in vivo activity, such that the co-transfection assay 
functions as a qualitative and quantitative predictor of a tested compounds Jn vivo 

20 pharmacology. e^, T. Berger et al. 4 1 7. Steroid Biochem. Molec. Biol. 773 ( 1 992), 
the disclosure of which is herein incorporated by reference. 

In the co-transfection assay, a cloned cDNA for an IR (e.g.. human PR, AR or GR) 
under the control of a constitutive promoter (e.g., the SV 40 promoter) is introduced by 
transfection (a procedure to induce cells to take up foreign genes) into a background cell 

25 substantially devoid of endogenous IRs. This introduced gene directs the recipient cells to 
make the IR protein of interest. A second gene is also introduced (co-transfected) into the 
same cells in conjunction with the IR gene. This second gene, comprising the cDN A for a 
reporter protein, such as firefly iuciferase (LUC), controlled by an appropriate hormone 
responsive promoter containing a hormone response element (HRE). This reporter plasmid 

30 functions as a reporter for the transcription-modulating activity of the target IR. Thus, the 
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reporter acts as a surrogate for the products (mRNA then protein) normally expressed by a 
gene under control of the target receptor and its native hormone. 

The co-transfection assay can detect small molecule agonists or antagonists of target 
IRs. Exposing the transfected cells to an agonist ligand compound increases reporter 
5 activity in the transfected cells. This activity can be conveniently measured, e.g., by 
increasing hiciferase production, which reflects compound-dependent, DR-mediated 
increases in reporter transcription. To detect antagonists, the co-transfection assay is carried 
out in the presence of a constant concentration of an agonist to the target IR (e.g., 
progesterone for PR) known to induce a defined reporter signal. Increasing concentrations 

10 of a suspected antagonist will decrease the reporter signal (e.g., luciferase production). The 
co-transfection assay is therefore useful to detect both agonists and antagonists of specific 
IRs. Furthermore, it determines not only whether a compound interacts with a particular IR, 
but whether this interaction mimics (agonizes) or blocks (antagonizes) the effects of the 
native regulatory molecules on target gene expression, as well as the specificity and strength 

15 of this interaction. 

The activity of selected steroid receptor modulator compounds of the present 
invention were evaluated utilizing the co-transfection assay, and in standard IR binding 
assays, according to the following illustrative Examples. 

20 EXAMPLE 358 

Co-transfeetiqn gsgQr 

CV-1 cells (African green monkey kidney f fibroblasts) were cultured in the presence 
of Dulbecco's Modified Eagle Medium (DMEM) supplemented with 10% charcoal resin- 
stripped fetal bovine serum then transferred to 96-well microti ter plates one day prior to 
25 transfection. 

To determine PR agonist and antagonist activity of the compounds of the present 
invention, the CV-1 cells were transiently transfected by calcium phosphate coprecipitation 
according to the procedure of Bergeret al., 41 /. Steroid Biochenu MoL Biol, 733 (1992) 
with the following plasmids: pSVhPR-B (5 ngAwell), MTV-LUC reporter (100 ng/well), 
30 pRS-B-Gal (50 ng/well) and filler DNA (pGEM; 45 ng/well). The receptor plasmid, 

pSVhPR-B, contains the human PR-B under constitutive control of the SV-AO promoter, and 
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is more fully described in E. Vegeto et al., "The mechanism of RU 486 antagonism is 
dependent on the conformation of the carboxy-terminal tail of the human progesterone 
receptor", 69 Cell 703 (1992), the disclosure of which is herein incorporated by reference. 
Similarly, the AR, ER, GR and MR agonist and antagonist activity of the compounds of the 
5 present invention were determined according to the same procedure described herein, except 
that the plasmids pRShAR, pRShER, pRShGR and pRShMR were substituted for the 
pi asm id pSVhPR-B described above. Each of these plasmids are more fully described in 
J. A. Simenta) et al., 'Transcriptional activation and nuclear targeting signals of the human 
androgen receptor", 266 J. Biol Chem., 510 (1991) (pRShAR), M.T. Tzukerman et al., 

10 "Human estrogen receptor transactivational capacity is determined by both cellular and 

promoter context and mediated by two functionally distinct intramolecular regions", 8 Mol 
Endocrinol. 21 (1994) (pRShER), V. Giguere et al., "Functional domains of the human 
glucocorticoid receptor", 46 Cell 645 (1986) (pRShGR), and Jl^ Arriza et al., "Cloning of 
human mineralocorticoid receptor complementary DNA: structural and functional kinship 

15 with glucocorticoid receptor", 237 Science, 268 ( 1987) (pRShMR), the disclosures of which 
are herein incorporated by reference. 

The reporter plasmid, MTV-LUC, contains the cDN A for firefly luciferase (LUC) 
under control of the mouse mammary tumor virus (MTV) long terminal repeat, a conditional 
promoter containing a progesterone response element. This plasmid is more fully described 

20 in Berger et al. supra . In addition, for ER agonist and antagonist determinations, the 
reporter plasmid MTV-ERE5-LUC, which contains LUC under control of the mouse 
mammary tumor virus (MTV) long terminal repeat in which the glucocorticoid response 
. elements have been deleted and replaced with five copies of a 33-base pair ERE as 
described in Tzukerman et al., supra , was substituted for the MTV-LUC plasmid described 

25 herein. pRS-B-Gal, coding for constitutive expression of E. coli B-galactosidase (B-Gal), 
was included as an internal control for evaluation of transfection efficiency and compound 
toxicity. 

Six hours after transfection, media was removed and the cells were washed with 
phosphate-buffered saline (PBS). Media containing reference compounds (i.e. progesterone 
30 as a PR agonist, mifepristone ((1 lbeta,17beta)-l l-[4-(dimethylamino)phenyl]-17-hydroxy- 
17-(l-propynyl)estra-4,9-dien-3-one: RU486; Roussel UclaO as a PR antagonist; 
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dihydrotestosterone (DHT; Sigma Chemical) as an AR agonist and 2-OH-flutamide (the 
active metabolite of 2-methyl-N-[4~niuo-3-(trifluoromethyl)phenyl]pronanamide; Schering- 
Plough) as an AR antagonist; estradiol (Sigma) as an ER agonist and ICI 164,384 (N-butyl- 
3,1 7-dihydroxy-N-methyl-(7-alpha, 1 7-beta)-estra- 1 3,5( 10)-triene-7-undecanamide; ICI 
5 Americas) as an ER antagonist; dexamethasone (Sigma) as a GR agonist and RU486 as a 
GR antagonist; and aldosterone (Sigma) as a MR agonist and spirolactone ((7-alpha- 
[acetylthio]-17-aipha-hydroxy-3-oxopregn^-ene-21-cart>oxylic acid gamma-lactone; 
Sigma) as an MR antagonist) and/or the modulator compounds of the present invention in 
concentrations ranging from 10" 12 to 10" 5 M were added to the cells. Three to four 
10 replicates were used for each sample. Transfections and subsequivuent procedures were 
performed on a Biomek 1000 automated laboratory work station. 

After 40 hours, the cells were washed with PBS, lysed with a Triton X- 100- based 
buffer and assayed for LUC and B-Gal activities using a luminometer or spectrophotometer, 
respectively. For each replicate, the normalized response (NR) was calculated as: 



where B-Gal rate = B-GaMxlO" 5 /B-Gal incubation time. 

20 The mean and standard error of the mean (SEM) of the NR were calculated. Data 

was plotted as the response of the compound compared to the reference compounds over the 
range of the dose-response curve. For agonist experiments, the effective concentration that 
produced 50% of the maximum response (EC50) was quantified. Agonist efficacy was a 
function (%) of LUC expression relative to the maximum LUC production by the reference 

25 agonist for PR, AR, ER, GR or MR. Antagonist activity was determined by testing the 
amount of LUC expression in the presence of a fixed amount of progesterone as a PR 
agonist, DHT as an AR agonist, estradiol as an ER agonist, dexamethasone as a GR 
agonist, or aldosterone as an MR agonist at the EC50 concentration. The concentration of 
test compound that inhibited 50% of LUC expression induced by the reference agonist was 

30 quantified (IC50). In addition, the efficacy of antagonists was determined as a function (%) 
of maximal inhibition. 



15 



LUC response/fi-Gal rate 
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IR Binding assay 

PR and GR Binding : In addition, the binding of the compounds of the present 
invention to the steroid receptors was also investigated according to the following 
5 methodology for PR and GR. PR and GR proteins were prepared from Baculovinis extracts 
by incorporating the appropriate cDNAs for human progesterone receptor A form (PR- A; P. 
Kastner et aL, 9 EMBO* 1603 (1990), the disclosure of which is herein incorporated by 
reference) and human glucocorticoid receptor alpha (GRoc) into appropriate baculovinis the 
expression plasmids as described in E.A. Allegretto et aL, 2687. Biol Chenu* 26625 (1993); 
10 G. Srinivasan and B. Thompson, 4 MoL Endo.. 209 (1990); and D.R. O'Reilly et aL, In, 
"Baculovinis Expression Vectors", D.R. O'Reilly et aL, eds., W.H. Freeman, New York, 
NY, pp. 139-179 (1992), the disclosures of which are herein incorporated by reference. 
Assay buffers consisted of the following: PR, 10% glycerol, 10 mM Tris, 1 riiM EDTA, 12 
mM monothioglycerol (MTG) and ImM PMSF, pH = 7.5 @ 4°C; GR, 10% glycerol, 25 
1 5 mM sodium phosphate, 1 0 mM KF, 2mM DTT, 0.25 mM CHAPS, and 20 mM sodium 
molybdate, pH = 7.5. 

The PR and GR steroid receptor binding assays were performed in the same manner. 
The final assay volume was 500 \£L for PR and 250 jiL for GR, and contained -5 |xg of 
extract protein for PR and -50 mg for GR, as well as 2-4 nM of the appropriate [ 3 H] steroid 
20 (e.g, [ 3 H] progesterone and [ 3 H] dexamethasone, respectively) and varying concentrations 
of competing ligand at concentrations that ranged from 0 - 10" 5 M. Incubations were 
carried out at 4°C for 16 hours. 

Non-specific binding was defined as that binding remaining in the presence of 500 
nM of the appropriate unlabelled steroid. At the end of the incubation period, bound from 
25 free ligand were separated by either charcoal (PR) or hydroxy lapatite (GR). The amount of 
bound undated hormone was determined by liquid scintillation counting of an aliquot (700 
mL) of the supernatant fluid or the hydroxylapatite pellet. 

AR Binding : For the whole cell binding assay, COS-1 cells in 96- well microtiter 
plates containing DMEM-10% FBS were transfected as described above with the following 
30 plasmid DNA: pRShAR (2 ng/well), pRS-B-Gal (50 ng/well) and pGEM (48 ng/well). Six 
hours after transfection, media was removed, the cells were washed with PBS and fresh 
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media was added. The next day, the media was changed to DMEM-serum free to remove 
any endogenous ligand that might be complexed with the receptor in the cells. 

After 24 hours in serum-free media, either a saturation analysis to determine the K<j 
for tritiated dihydrotestosterone ( 3 H-DHT) on human AR or a competitive binding assay to 
5 evaluate the ability of test compounds to compete with 3 H-DHT for AR was performed. 
For the saturation analysis, media (DMEM-0.2% CA-FBS) containing 3 H-DHT (in 
concentrations ranging from 12 nM to 0.24 nM) in the absence (total binding) or presence 
(non-specific binding) of a 100-fold molar excess of unlabeled DHT were added to the 
cells. For the competitive binding assay, media containing 1 nM 3 H-DHT and test 
10 compounds in concentrations ranging from 10" 10 to 10~ 6 M were added to the cells. Three 
replicates were used for each sample. After three hours at 37°C, an aliquot of the total 
binding media at each concentration of 3 H-DHT was removed to estimate the amount of 
free 3 H-DHT. The remaining media was removed, the cells were washed three times with 
PBS to remove unbound ligand, and cells were lysed with a Triton X-100-based buffer. The 

1 5 lysates were assayed for amount of bound 3 H-DHT and B-Gal activity using a scintillation 
counter or spectrophotometer, respectively. 

For the saturation analyses, the difference between the total binding and the 
nonspecific binding, normalized by the B-Gal rate, was defined as specific binding. The 
specific binding was evaluated by Scatchard analysis to determine the K<j for 3 H-DHT. gee 

20 g.g., D. Rodbard, "Mathematics and statistics of ligand assays: an illustrated guide" In: /. 
Langon and J J. Clapp, eds., Ligand Assay, Masson Publishing U.S. A., Inc., New York, pp. 
45-99, (1981), the disclosure of which is herein incorporated by reference. For the 
competition studies, the data was plotted as the amount of 3 H-DHT (% of control in the 
absence of test compound) remaining over the range of the dose-response curve for a given 

25 compound. The concentration of test compound that inhibited 50% of the amount of 3 H- 
DHT bound in the absence of competing ligand was quantified (IC50) after log-logit 
transformation. The Ki values were determined by application of the Cheng-Pnisoff 
equivuation to the IC50 values, where: 

IQfl 

30 Kj= (l+[3ff-DHT]yKd for 3 H-DHT 
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To date, binding assays have not been performed utilizing ER or MR proteins. 

After correcting for non-specific binding, IC50 values were determined. The IC50 
value is defined as the concentration of competing ligand needed to reduce specific binding 
by 50%. The IC50 value was determined graphically from a log-logit plot of the data. The 
5 Kj values were determined by application of the Cbeng-Prusoff equi vuation to the IC50 
values, the labeled ligand concentration and the Kd of the labeled ligand. 

The agonist, antagonist and binding activity assay results of selected steroid receptor 
modulator compounds of present invention and the standard reference compounds on PR, 
AR, ER, GR and MR, as well as the cross-reactivity of selected compounds on all of these 
10 receptors, are shown in Tables 1-5 below. Efficacy is reported as the percent maximal 
response observed for each compound relative to the reference agonist and antagonist 
compounds indicated above. Also reported in Tables 1-5 for each compound is its 
antagonist potency or IC50 (which is the concentration (nM), requivuired to reduce the 
maximal response by 50%), its agonist potency or EC50 (nM). PR, AR and GR protein 
15 binding activity (Kj in nM) is shown in Tables 1 -2 and 4. 

Table 1 : Agonist, antagonist and binding activity of selected steroid receptor 
modulator compounds of present invention and the reference agonist 
compound, Progesterone (Prog), and reference antagonist compound, 
20 mifepristone (RU486), on PR. 



Cmpd 


PR Agonist 
CV-1 Cells 


PR Antagonist 
CV-1 Cells 


PR 

Binding 


No. 


Efficacy 
(%) 


Potency 
(nM) 


Efficacy 

(%) 


Potency 


K, 
(nM) 


103 


na 


na 


91 


780 


372 


104 


39 


2,750 


71 


120 


82 


109 


na 


na 


87 


138 


23 


116 


nt 


nt 


85 


549 


38 


117 


na 


na 


68 


462 


na 


124 


74 


1,600 


36 


10 


4 


126 


124 


2,400 


58 


145 


11 


132 


22 


6.400 


76 


80 


31 


150 


24 


3,200 


91 


24 


17 


152 


na 


na 


82 


130 


53 


161 


47 


203 


75 


209 


3 


163 


77 


15 


45 


3,617 


1 
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PR Agonist 


PR Antagonist 


PR 


CV-1 Cells 


1 CV-1 Cells 


Binding 


No 


Efficacy 


Potency 


Efficacy 


Potency 


IC 


(%> 


(nM) 


f%) 


(nM) 


(nM) 


101 


26 


9 


74 


150 


1 


IOC 


89 


13 


na 


na 


3 


21U 


72 


16 


na 


na 


3 i 


220 


147 


33 


na 


na 


1 


221 


105 


117 


na 


na 


4 


22a 


114 


! 40 


na 


na 


3 


2 /I 


na 


na 


78 


32 


10 


2 Ho 


na 


na 


84 


155 


61 


?oi 

291 


na 


na 


79 


46 


4 


.51U 


na 


na 


70 


260 


7 


111 
JlJ 




J\AJ 




140 


87 




86 


! 2200 


65 


26 


7 


331 


na 


na 


88 


210 


2 / J 


332 


138 


3 


na 


na 


0.4 


368 


183 


43 


na 


na 


4 


374 


231 


4 


na 


na 


0.5 


377 


101 


550 


na 


na 


20 


379 


na 


na 


87 


350 


25 


381 


81 


58 


na 


na 


18 


385 


27 


82 


45 


2300 


31 


389 


133 


17 


na 


na 


4 


391 


na 


na 


65 


120 


187 


400 


na 


na 


68 


370 


14 


! 401 


43 


600 


na 


na 


150 | 


452 


119 


2400 


70 i 


24 


17 


455 i 


na 


na 


76 


35 


10 


Prog 


100 


4 


na 


na 


3 


RU486 


na 


na 


96 


0.1 


0.8 



na - not active (Le. efficacy of <20 and potency of > 10,000) 
nt» not tested 
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Table 2: Agonist, antagonist and binding activity of selected steroid receptor 
modulator compounds of present invention and the reference agonist 
compound, dihydrotestosterone (DHT), and reference antagonist 
compound, 2-hydroxyflutamide (Flut), on AR 



Cmpd 


AR Agonist 
CV-lCeUs 


AR Antagonist 
CV-1 Cells 


AR 
Binding 


No. 


Efficacy 
(%) 


Potency 
(oM) 


Efficacy 

(%> 


Potency 
(»M) 


K 


238® 


96 


10 


na 


na 


44 


247 


23 


2,400 


69 


34 


864 


255 


na 


na 


82 


25 


675 


256 


na 


na 


91 


62 


4,500 


260 


na 


na 


53 


24 


435 


265 


na 


na 


78 


56 


23 


405 


na 


na 


89 


77 


6 


414 


118 


1 


na 


na 


0.3 


416 


88 


340 


24 


5009 


388 | 


417 


na 


na 


74 


21 


23 


418 


na 


na 


63 


200 


1000 


419 


29 


1800 


74 


46 


60 


1 420 


40 


2100 


80 


32 


346 


437 


na 


na 


72 


13 


38 


445 


74 


7 


32 


8450 


13 


DHT 


100 


6 


na 


na 


2 


Flut 


na 


na 


87 


26 


2085 i 



na = not active (Le. efficacy of <20 and potency of > 10,000) 
® profiles as an AR antagonist in vivo 
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: Agonist, antagonist and binding activity of selected steroid receptor 
modulator compounds of present invention and the reference agonist 
compound, Estrogen (Estr), and reference antagonist compound ICI 
164,384 (ICI 164), on ER. 



Cmpd 


ER Agonist 
CV-1 Cells 


ER Antagonist 
CV-1 Cells 


No. 


Efficacy 
(•/•> 


Potency 
(nM) 


Efficacy 
(%) 


Potency 
(nM) 


161 


nt 


nt 


86 


505 


170 


nt 


nt 


78 


580 


191 


nt 


nt 


93 


330 


192 


na 


na 


80 


195 


194 


nt 


nt 


94 


390 


195 


90 


1900 


68 


4406 


Estr 


100 


7 


na 


na 


ICI 164 


na 


na 


99 


43 



na - not active (i.e. efficacy of <20 and potency of >10J 
nt = not tested 



(rest of page left purposely blank] 
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Table 4: Antagonist and binding activity of selected steroid receptor modulator 
compounds of present invention and the reference antagonist 
compounds, RU486 and Spironolactone (Spir), on GR and MR, 
respectively. 



Cmpd 


GR Antagonist 
CV-1 Cells 


MR Antagonist 
CV-1 Cells 


GR 
Binding 


No. 


Efficacy 
(%) 


Potency 
(nM) 


Efficacy 
W 


Potency 
(nM) 


K, 
(nM) 


161 


97 


600 


58 


1000 


137 


167 


96 


855 


61 


2000 


21 


170 


94 


1550 


84 


410 


47 


192 


81 


280 


70 


320 


214 


195 


96 


590 


47 


1900 


26 


RU486 


100 


1 


77 


1100 


0.4 


Spir 


80 


2000 


96 


25 


nt 



nt • not tested 



Table 5: Overall agonist and antagonist potency of selected steroid receptor 
modulator compounds of present invention and the reference 
agonist and antagonist compounds shown in Tables 1-4 on PR, 
AR, ER, GR and MR. 

15 



Cmpd 


PR Potency 


AR Potency 


ER Potency 


GR 
Potency 


MR 
Potency 


No. 


Agon 
(nM) 


Antag 
(nM) 


Agon 
(nM) 


Antag 
(nM) 


Agon 
(nM) 


Antag 
(nM) 


Antag 
(nM) 


Antag 
(nM) 


124 


1600 


10 


nt 


1500 


2100 


na 


na 


na 


150 


3200 


24 


nt 


140 


nt 


na 


2700 


1900 


163 


15 


3617 


nt 


1550 


na 


2150 


1330 


1450 


170 


73 


145 


nt 


290 


nt 


580 


1550 


410 


191 


9 


150 


nt 


520 


nt 


330 


nt 


nt 


192 


na 


89 


nt 


79 


nt 


195 


280 


320 


195 


13 


na 


nt 


470 


1900 


4406 


590 


1900 


255 


na 


3050 


na 


25 


na 


na 


na 


na 


260 


na 


230 


na 


24 


nt 


nt 


nt 


nt 


Pro* 


4 


na 


1300 


na 


na 


na 


na 


nt 


RU486 


na 


0.1 


na 


12 


na 


1500 


0.7 


1100 


DHT 


na 


1800 


6 


na 


1700 


na 


na 


nt 


Flut 


na 


1900 


na 


26 


na 


na 


na 


na 


Estr 


nt 


nt 


na 


na 


7 


na 


na 


nt 
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Cmpd 


PR Potency 


AR Potency 


ER Potency 


GR 
Potency 


MR 

Potency 


No. 


Agon 


Antag 


Agon 
(nM) 


Antag 


Agon 
(nM) 


Antag 
(nM) 


Antag 
(nM) 


Antag 
(nM) 


ICI 164 


na 


na 


na 


na 


na 


160 


na 


na 


Spir 


nt 


268 


nt 


nt 


na 


na 


2000 


25 



na=not active (Le*, efficacy of >20 and potency of >10,000) 
nt=not tested 



As can be seen in the Tables, Compounds 163, 191, 332 and 374 are highly selective 
PR agonists, while Compounds 124, 150. 328 and 455 are highly selective PR antagonists. 
Importantly, these PR antagonist Compounds show very little or no cross reactivity on GR, 
or any of the other tested steroid receptors. In contrast, the known PR antagonist, RU486, 
10 shows strong cross reactivity on both GR and AR, showing essentially equivual potency as 
both a PR and GR antagonist. Thus RU486 may not be generally useful for long-term, 
chronic administration due to this undesirable GR cross reactivity. Furthermore, 
Compounds 255, 260, 417 and 437 of the present invention shown equivual or better 
activity as AR antagonists than the known antagonist compound 2-OH-flutamide. 

15 

EXAMPLE 359 

The effectiveness of selected compounds of the present invention as PR agonists was 
investigated in the well recognized uterine wet weight assay, as described in GJ. Marcus, 
"Mitosis in the rat uterus during the estrous cycle, early pregnancy and early 

20 pseudopregnancy", 10 Biol Reprod., 447 (1974), S. Sakamoto et al., "Effects of estrogen 
and progesterone on thymidine kinase activity in the immature rat uterus", 145 Am 7. 
Obsteu Gynecol. 71 1 (1983), and C.W. Emmens and R.I. Dorfman, "Estrogens" (Ch. 2) and 
"Antiestrogens" (Ch. 3). in Methods in Hormone Research, ed. RJ. Dorfman, Academic 
Press, New York, New York, ppl01-130 (1969), the disclosures of which are herein 

25 incorporated by reference. Four to five week old, ovariectomized, Sprague-Dawely rats 

(Harlan-Sprague-Dawely. Indianapolis, IN) were obtained 1 week after surgery and allowed 
to acclimate for an additional week after shipment Compound 163, Compound 210, 
medroxyprogesterone acetate (MPA) (Sigma, St Louis, MO) a synthetic progesterone 
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agonist, and estrone (El) (Sigma, St. Louis, MO) a synthetic estrogen agonist, were fully 
dissolved in purified sesame oil (Croda, Parsippany,K/). Animals were randomized into 
treatment groups (4 rats/group) and administered Compound 163, Compound 210, or MPA 
(0.3, 1 .0 or 3.0 mg/rat, 0.5 mL volumes, oral, once a day for three days in the presence of 
5 estrone ( 1 0 pg/day , subcutaneous). Additional control groups of rats were administered 
estrone or vehicle (i.e. sesame oil) alone. Animals were sacrificed on the fourth day of the 
experiment Upon necropsy, uterine wet weights were obtained, and are reported in Table 6 
below. 

10 Table 6: Mean uterine wet weights in presence of estrone (10 \xg), MPA, a 

recognized PR agonist, and Compounds 1 63 and 2 1 0 of the present 
invention. 



Group 


El 


MPA 


Cmpd 163 


Cmpd 210 


Mean Uterine 


(It*) 


(mg) 


(mg) 


(mg) 


Wet Weight (mg) 


Control 


none 


none 


none 


none 


45 


1 


10 


none 


none 


none 


205 


2 


10 


0.3 


none 


none 


140 


3 


10 


1.0 


none 


none 


130 


4 


10 


3.0 


none 


none 


130 


5 


10 


none 


3.0 


none 


125 


6 


10 


none 


none 


0.3 


110 


1 7 


10 


none 


none 


1.0 


100 


8 


10 


none 


none 


3.0 


100 



15 As can be seen in Table 6, estrone alone increased uterine wet weight 4-fold over 

control treated animals. MPA co-administered with estrone significantly decreased the 
uterine wet weight at doses of 0.3 mg, 1 .0 mg, and 3.0 mg/rat. Compound 163 at a dosage 
of 3 mg/rat, decreased by approximately half, the mean uterine wet weight, as did 
Compound 210 at doses of 0.3 mg, 1.0 mg, and 3.0 mg/rat. 

20 

EXAMPLE 360 

The activity of Compound 150 of the present invention as a PR antagonist was 
25 measured via an implantation assay, a recognized test of anti progestin activity, as described 
in RRBronson, et al., "Reproduction", 2q Biology of the Laboratory Mouse, 2nd ed., pp 
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10 



187-204, McGraw Hill, New York, NY (1966), the disclosure of which is herein 
incoiporated by reference. Virgin female mice (ICR strain) were caged with fertile males of 
the same strain overnight and examined the next morning for vaginal plugs (Day 1 of 
pregnancy). Mating was assumed to have taken place at 02.00 h, time 0. 

The animals were treated orally with a known amount of the amiprogestin, 
mifepristone (RU486) or Compound 150 daily between days 2 and 4 of pregnancy. 
Compound 150 was dissolved in sesame oil (50 mg/mL) and kept at room temperature 
before use. RU486 was first dissolved in 100% ethanol and diluted to a concentration of 10 
mg/mL with sesame oil. Control animals received an equivuivalent volume of the control 
vehicle, sesame oil, alone. 

The animals were sacrificed, and autopsies were carried out at Day 8 of pregnancy, 
and numbers of implantation sites counted and recorded, and are shown in Table 7 below. 
Each group consisted of between 5 and 7 animals. 



1 5 Table 7: Percent pregnancy rate in mice in the presence of RU486 (mifepristone) 
a recognized PR antagonist, and Compound 1 50 of the present invention. 



20 



25 



Group 


RU486 

(mg/day) 


Cmpd 150 
(mg/day) 


Percent 
Pregnancy Rate 


Control 


none 


none 


100 


1 


1.0 


none 


0 


2 


none 


2.5 


50 


3 


none 


5.0 


0 



As can be seen from Table 7, the control group of mice exhibited a pregnancy rate of 
one hundred. Administration of 1 .0 mg/day of RU486 resulted in a pregnancy rate of zero, 
while administration of Compound 150 at 2.5 mg/day and 5.0 mg/day resulted in pregnancy 
rates of 50 and 0, respectively. In addition, the above noted effect on pregnancy rate of 
Compound 150 was reversed to the control level by the simultaneous injection of the known 
PR agonist Compound R5020 (promegestone; (17p>17-methyl-17-(l-oxopropyl) estra-4,9- 
dien-3-one; New England Nuclear. Boston, MA) at a dose of 1 .0 mg per day. 
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E^MPLE?6i 

The activity of selected compounds of the present invention as AR antagonists was 
investigated in an immature castrated male rat model, a recognized test of the anti androgen 
activity of a given compound, as described in L.G. Hershberger et aL, 83 Proc. Soc. ExptL 
5 Biol Med., 175 (1953); P.C. Walsh and R.F. Gittes, "Inhibition of extratesticular stimuli to 
prostatic growth in the castrated rat by antiandrogens", 86 Endocrinology, 624 (1970); and 
BJ. Furr et aL, "ICI 176,334: A novel non-steroidal, peripherally selective antiandrogen", 
1 13 J. Endocrinol., R7-9 (1987), the disclosures of which are herein incorporated by 
reference. 

10 The basis of this assay is the fact that the male sexual accessory organs, such as the 

prostate and seminal vesicles, play an important role in reproductive function. These glands 
are stimulated to grow and are maintained in size and secretory function by the continued 
presence of serum testosterone (T), which is the major serum androgen (>95%) produced by 
the Leydig cells in the testis under the control of the pituitary luteinizing hormone (LH) and 

15 follicle stimulating hormone (FSH). Testosterone is converted to the more active form, 
dihydrotestosterone (DHT), within the prostate by 5a-reductase. Adrenal androgens also 
contribute about 20% of total DHT in the rat prostate, and about 40% of that in 65-year-old 
men. F. Labrie et aL. 16 Clin. Invest Med, 475-492 (1993). However, this is not a major 
pathway, since in both animals and humans, castration leads to almost complete involution 

20 of the prostate and seminal vesicles without concomitant adrenalectomy. Therefore, under 
normal conditions, the adrenals do not support significant growth of prostatic tissue. M.C. 
Luke and D.S. Coffey, "The Physiology of Reproduction" ed. by E. Knobil and 7.D. Neill, 7, 
1435-1487 (1994). Since the male sex organs are the tissues most responsive to modulation 
of androgen activity, this model is used to determine the androgen-dependent growth of the 

25 sex accessory organs in immature castrated rats. 

Male immature rats (60-70 g, 23-25-day-old, Sprague-Dawley, Harlan) were 
castrated under metofane anesthesia. Five days after surgery, animals groups were dosed for 
3 days as follows: 

(1) control vehicle 

30 (2) Testosterone Propionate (TP)(0. 1 mg/rat/day, sub cutaneous) 

(3) TP plus flutamide, a recognized antiandrogen, as a reference 
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compound, and/or a compound of the present invention 
(different doses, oral administration, daily) to demonstrate 
antagonist activity, or 
(4) a compound of the present invention alone (different doses, 
oral administration daily) to demonstrate agonist activity 

At the end of the 3-day treatment, the animals were sacrificed, and the ventral 
prostates (VP) and seminal vesicles (S V) were collected and weighed. To compare data 
from different experiments, the sexual organ weights were first standardized as mg per 100 
g of body weight, and the increase in organ weight induced by TP was considered as the 
maximum increase (100%). Super-anova (one factor) was used for statistical analysis. 

The gain and loss of sexual organ weights reflect the changes of cell number (DNA 
content) and cell mass (protein content), depending upon the serum androgen concentration. 
See Y. Okuda et ah, 145 / Urol., 188-191 (1991), the disclosure of which is herein 
incorporated by reference., therefore, measurement of organ wet weights is sufficient to 
indicate the bioacti vity of androgens and androgen antagonists. In immature castrated rats, 
replacement of exogenous androgens increased the weights of the ventral prostate (VP) and 
the seminal vesicles (SV) in a dose-dependent manner as shown in Table 8. 



Table 8: TP-Induced Ventral Prostate and Seminal Vesicle Growth in castrated 
immature rats, with oral dosing once daily, for 3 days. 



Treatment 
(me TP) 


VP 
(wet wt) 


%VP 
growth 


SV 
(wet wt) 


%SV 
growth 


0 


!0.5±1.0 


100 


7.5±0.6 


100 


0.01 


15.4±0.6 


146.5 


12.3±0.8 


165.1 


0.03 


23.5±1.3 


224.1 


27.5±0.8 


369.5 


0.1 


35.3±2.1 


337.0 


42.0±2.0 


563.8 


0.3 


43.6±1.1 


415.9 


45.9±1.9 


616.1 


1 


44.8±3.7 


427.4 


51.0±5.4 


684.6 



The maximum increase in organ wet weights was 4 to 5-fold when dosing 3 
mg/rat/day of testosterone (T) or 1 mg/rat/day of testosterone propionate (TP) for 3 days. 
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The EC50 of T and TP were about 1 rag and 0.03 mg, respectively. The increase in the 
weights of VP and SV also correlated with the increase in the serum T and DHT 
concentrations. Although administration of T showed 5-times higher serum concentrations 
of T and DHT at 2 hours after subcutaneous injection than that of TP, thereafter, these high 
levels declined very rapidly. In contrast, the serum concentrations of T and DHT in TP- 
treated animals were fairly consistent during the 24 hours, and therefore, TP showed about 
10-30-fold higher potency than free T. 

In this immature castrated rat model, a known AR antagonist (flutamide) was also 
administered simultaneously with 0.1 mg of TP (EDgO), inhibiting the testosterone- 
mediated increases in the weights of VP and SV in a dose-dependent manner as shown in 
Table 9. The antagonist effects were similar when dosing orally or subcutaneously. 
Compounds 255 and 261 also exhibited AR antagonist activity by suppressing the 
testosterone-mediated increases in the weights of the VP and SV, as summarized in Table 9. 



Table 9: Inhibition of TP-InducedVentral Prostate and Seminal Vesicle Growth 
in castrated immature rats at oral dosing, once daily, for 3 days of 
flutamide (flut), Compound 255 or Compound 26 1 . 



Treatment 


VP 
(wet wt) 


VPwt 
(% of TP 
(0.1) control) 


SV 
(wet wt) 


SV wt 
(%ofTP 
(0.1) control) 


Control 


9.8±1.2 


36.2 


9.9±0.9 


21.7 


TP (0.1) 


25.5±1.2 


100 


33.6±4.0 


100 


TP+ flut (1.0) 


I2.4±l.l 


49.9 




30.3 


TP+ flut (3,0) 


9.5 ±0.4 


37.4 


9.8±0.5 


29.3 S 


TP+ 255 (03) 


22.1 ±0.7 


86.4 


29.8*2.5 


88.7 


TP+ 255 (1.0) 


20.0±4.5 


78.2 


24.8*9.0 


73.9 


TP+255O.0) 


17.3±1.2 


67.7 


20.4±1.2 


60.6 


TP+ 261 (1.0) 


21.0±L7 


84.4 


23.8*1.8 


85.0 


TP+26K3.0) 


16.7±1.0 


67.1 


20.8±1.3 


74.2 



Pharmacological and Other Applications 

As will be discernible to those dulled in the art, the non-steroid modulator 
compounds of the present invention can be readily utilized in pharmacological applications 
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where PR, AR, ER, GR and/or MR antagonist or agonist activity is desired, and where it is 
desired to minimize cross reactivities with other steroid receptor related IRs. Jn vivo 
applications of the invention include administration of the disclosed compounds to 
mammalian subjects, and in particular to humans. 
5 The following Example provides illustrative pharmaceutical composition 

formulations: 



EXAMPLE 362 

Hard gelatin capsules are prepared using the following ingredients: 

Quantity 
(mg/capsule) 



COMPOUND 191 140 

Starch, dried 100 
15 Magnesium stearate 10 

Total 250 mg 



The above ingredients are mixed and filled into hard gelatin capsules in 250 mg 
quantities. 

A tablet is prepared using the ingredients below: 

Quantity 
(mertablet) 



COMPOUND 191 140 

Cellulose, microcrystalline 200 
25 Silicon dioxide, fumed 10 

Stearic acid ]Q 

Total 360 mg 



The components are blended and compressed to form tablets each weighing 665 mg. 
Tablets, each containing 60 mg of active ingredient, are made as follows: 
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Quantity 
(mgftablett 

COMPOUND 191 60 
5 Starch 45 

Cellulose, microcrystalline 35 
Polyvinylpyrrolidone (PVP) 

(as 10% solution in water) 4 
Sodium carboxymethyl starch (SCMS) 4.5 
10 Magnesium stearate 0.5 

Talc j^O 

Total 150 rog 

The active ingredient, starch, and cellulose are passed through a No. 45 mesh U.S. 
15 sieve and mixed thoroughly. The solution of PVP is mixed with the resultant powders, 
which are then passed through a No. 14 mesh U.S. sieve. The granules so produced are 
dried at 50° C and passed through a No. 1 8 mesh U.S. sieve. The SCMS, magnesium 
stearate, and talc, previously passed through a No. 60 mesh U.S. sieve, and then added to the 
granules which, after mixing, are compressed on a tablet machine to yield tablets each 
20 weighing 150mg. 

Suppositories, each containing 225 mg of active ingredient, may be made as follows: 

COMPOUND 191 225 mg 

Saturated fatty acid glycerides 2.000 mg 

Total 2,225 mg 

25 The active ingredient is passed through a No. 60 mesh U.S. sieve and suspended in 

the saturated fatty acid glycerides previously melted using the minimum heat necessary. 

The mixture is then poured into a suppository mold of normal 2g capacity and allowed to 

cool. 

An intravenous formulation may be prepared as follows: 

30 COMPOUND 191 100 mg 

Isotonic saline 1 ,000 mL 

Glycerol 100 mL 

The compound is dissolved in the glycerol and then the solution is slowly diluted 
35 with isotonic saline. The solution of the above ingredients is then administered 
intravenously at a rate of 1 mL per minute to a patient. 
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While m accordance with the patent statutes, description of the preferred 
embodiments and processing conditions have been provided, the scope of the invention is 
not to be limited thereto or thereby. Various modifications and alterations of the present 
invention will be apparent to those skilled in the art without departing from the scope and 
5 spirit of the present invention. 

Consequently, for an understanding of the scope of the present invention, reference 
is made to the following claims. 
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What is claimed is: 



] . A compound having the formulae: 



R 4 R 3 




.10 



R 6 H R 



OR 



(I) 



D 11 

R R 4 R 3 




(H) 



D 12 R 11 

R W R R 4 R 3 



13 




,10 



R u W— jj,, 
OR 



(ni) 




OR 



(IV) 




(IX) 
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5 




(XIV) 



(XV) 

OR 



10 



15 




(XVI) 



(XVII) 



(xvm) 
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wherein: 

R 1 is a heteroaryl optionally substituted with a Ci - C4 alkyl, F, CI, Br, NO2, C0 2 H, 
C0 2 R 2 . CHO, CN, CF 3l CH 2 OH or COCH 3f where R 2 is hydrogen, a Ci - C 4 alkyl or 
perfluoroalkyl, aryl, heteroaryl or optionally substituted allyl, arylmethyl, alkynyl or alkenyl, 
and where said R 1 heteroaryl is attached to compounds of formulas I and X through a 
carbon or nitrogen atom; 

R 3 is hydrogen, a C| - C 4 alkyl or perfhioroalkyl, hydroxymethyl, aryl. heteroaryl or 
optionally substituted allyl, arylmethyl, alkynyl or alkenyl; 

R 4 through R 6 each independently are hydrogen, F, CI, Br, I, NO2, CO2H, CO2R 2 , 

COR 2 , CN, CF 3 , CH 2 OH, a C1-C4 alkyl or perfluoroalkyl, OR 2 , SR 2 , S(0)R 2 , S0 2 R 2 , 

aryl, heteroaryl or optionally substituted 

allyl, arylmethyl, alkynyl or alkenyl, where R 2 has the definition given above, R 7 is hydrogen, 

a Ci - C4 alkyl or perfluoroalkyl, aryl, heteroaryl, optionally substituted allyl or arylmethyl, 

OR 8 or NHR 8 where R 8 is hydrogen, a Ci - C 6 alkyl or perfluoroalkyl, aryl, heteroaryl, 

optionally substituted aHyl or arylmethyl, S0 2 R 2 or S(0)R 2 ; 
9 10 

R and R each independently are hydrogen, a Ci - C6 alkyl or perfluoroalkyl, aryl, 
heteroaryl or optionally substituted allyl, arylmethyl, alkynyl or alkenyl, or R 9 and R 1 0 taken 
together can form a three- to seven-membered ring optionally substituted with hydrogen, F, 
OR 2 , or NRV , where R and R have the definitions given above; 

R 1 1 through R 15 each independently are hydrogen, F, CI, Br, I, NO2, CO2H CO2R 2 , 
COR 2 . CN, CF 3 , CH2OH, a C1-C4 alkyl or perfluoroalkyl, OR 2 , SR 2 . S(0)R 2 . S0 2 R 2 . 
SO3H, S(NRV)R 2 . scoxnrVjr 2 , nrV. aryl, heteroaryl or optionally substituted 
aHyl, arylmethyl, alkynyl or alkenyl, where R 2 , R 7 and R 8 have the definitions given above; 
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W is O, NH, NR 7 , CH 2 , CHOH, CO, 00=0, 0=CO, NR ? C=0, NHC=0. 
0=CNR 7 OCNH, SC=0, 0=CS, or CHOCOR 7 where R 7 has the definition given above, 

except that when W is NH, CH2 or O in the compounds of formula in, then R 1 1 through 

14 4 3 9 10 

R and R cannot all be hydrogen when R , R and R are all CH3, nor can they be a 

5 single F, CI or Br substituent with the remaining substituents all being hydrogen when R 3 , R 9 

and R 1 0 are all CH3, and further except that when W is O or NH in the compounds of 

formula IV, then R 5 through R 6 and R 1 1 through R 14 cannot all be hydrogen when R 3 , R 9 

and R 10 areallCH3; 

7 7 

X is CH2, O, S or NR , where R has the definition given above; 
10 R is hydrogen, OH, OR , SR , NRTl , optionally substituted allyl, arylmethyl, 

alkynyl, alkenyl, aryl, heteroaryl or Ci - Cio alkyl, where R 17 is a Ci - Cio alkyi or 

perfluoroalkyl, or is an optionally substituted allyl, arylmethyl, aryl or heteroaryl, and where 
2 7 

R and R have the definitions given above; 
18 19 

R and R each independently are hydrogen, a Ci - alkyi or perfluoroalkyl. aryl, 
1 5 heteroaryl or optionally substituted allyl, arylmethyl, alkynyl or alkenyU or R 18 and R 19 
taken together can form a three* to seven-membered ring optionally substituted with 
hydrogen, F, OR 2 , or NR 7 R*, where R 2 , R 7 and R 8 have the definitions given above; 

R 20 is a Ci - C6 alkyi or an optionally substituted allyl, arylmethyl, alkenyl, aryl or 
heteroaryl; 

R 21 is hydrogen, a Ci - C4 alkyi or optionally substituted allyl, arylmethyl, aryl or 
heteroaryl; 

R 22 is hydrogen, a Ci - C 4 alkyi F, d, Br, I, OR 2 , NrV or SR 2 , where R 2 and R 7 
have the definitions given above; 



20 
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R 23 is hydrogen, CI, Br, OR 8 , NrV, a Ci - C4 alkyl or perhaJoalkyl, or is an 

optionally substituted alryl, aiyimethyl, alkynyl, alkenyl, aryl or heteroaryl, where R 2 , R 7 and 
g 

R have the definitions given above; 
24 

R is hydrogen, F, Br, CI, a Ci - C4 alkyl or perhaloalkyl, aryl, heteroaryl, CF3, 
5 CF2OR 25 , CH 2 OR 25 , or OR 25 , where R 25 is a Ci - C 4 alkyl, except that R 24 cannot be 
CH 3 when Z is O, R 22 , R 23 , R 26 and R 29 are all hydrogen and R 3 , R 27 and R 2g all are CH3; 

R 26 is hydrogen, a Ci - C 4 alkyl, F, CI, Br, I, OR 2 , NrV or SR 2 where R 2 and R 7 

have the definitions given above; 
27 28 

R and R each independently are hydrogen, a Ci - C4 alkyl or perfluoroalkyl, 
1 0 heteroaryl, optionally substituted alryl, aryimethyi, alkynyi or alkenyl, or an aryl optionally 
substituted with hydrogen, F, Ci, Br, OR 2 or NR^ 7 or R 27 and R 28 taken together can 
form a three- to seven-membered ring optionally substituted with hydrogen, F, CI, Br, OR 2 

or NrV, where R 2 and R 7 have the definitions given above; 
29 . 

R is hydrogen, a Ci - C& alkyl or an optionally substituted allyl, aryimethyi, aryl or 
15 heteroaryl; 

R 30 and R 31 each independently are hydrogen, a Ci - C$ alkyl or an optionally 

substituted alryl aryimethyi, aryl or heteroaryl, or R 30 and R 31 taken together can form a 

three- to seven-membered ring optionally substituted with hydrogen, F, CI, OR 2 or NR^R 7 
2 7 

where R and R have the definitions given above; 
32 33 

R andR each independently are hydrogen, a C\ - C4 alkyl or an aryl optionally 
substituted with hydrogen, F, CI, Br, OR 2 or NrV, or R 32 and R 33 taken together can 
form a three- to seven-membered ring optionally substituted with hydrogen, F, CI, Br, OR 2 
or NR^ 7 , where R 2 and R 7 have the definitions given above; 
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nisOorl; 

Y is O or S; \ 

2 2 2 \ 

Z is O, S, NH, NR or NCOR , where R has the same definition given above; 

the wavy line in the compounds of formulas VH XII, XEDI and XVI represent an 
olefin bond in either the cis or trans configuration; and 

the dotted lines in the structures depict optional double bonds, except that when there 
is a C3 - C4 double bond in the nitrogen bearing ring of compounds of formula H then R 1 1 
through R 15 cannot all be hydrogen and R 3 , R 9 and R 10 cannot all be methyl, and further 

except when R 23 is an aiyl, R 22 , R 24 and R 29 are ail hydrogen, R 3 is CH 3 and Z is NR 2 , 
2 

then R cannot be a C\ - C4 alkyl. 

2. A compound according to claim 1 , wherein the compounds of formulae I 
through XVIII comprise steroid receptor modulator compounds. 

3. A compound according to claim 2, wherein the compounds of formulae I, n, 
IH, IV, X and XI comprise PR antagonists. 

4. A compound according to claim 2, wherein the compounds of formulae V and 
VI comprise PR modulators. 

5. A compound according to claim 2, wherein the compounds of formulae VII, 
vm, XH, XHI, XIV, XV and XVI comprise PR agonists. 

6. A compound according to claim 2, wherein the compounds of formulae IX, 
XVII and XVm comprise AR modulators. 

7. A compound according to claim 6, wherein the compounds of formulae IX 
and XVII comprise AR antagonists. 
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8. A PR antagonist compound according to claim 3 selected from the group 
consisting of l,2 f 3, ^Tetrahydro-Z^^triniethyi^phenylqiimoline (Compound 100); 1,2- 
Dihydro-2,2,4-trimethyl-6-(^ (Compound 101); 1,2-Dihydro- 

5 2,2,4-trimethyl-6-(l,3-oxazol-5-yl)quinoline (Compound 102); 6-(4,5-Dichloroimidazol- 1 - 
ylH,2-dmydro-2»2,4-trimethylqu^ 103); 6-(4»Bromo- 1 -methyIpyrazol-3- 

yiyi,2^ihydro-2,2,4-tnmethylquinoline (Compound 104); l,2-Dihydro-2,2,4-trimethyI-6-(3 
pyridyI)quinoline (Compound 105); 6-(4-Fluorophenyl)-l,2 > -dihydro-2 t 2,4- 
tnmethylquinoline (Compound 106); l,2-Dihydro-6^3-trifluoromethylphenyl)-2,2,4- 

10 tnmethylquinoline (Compound 107); l 1 2-Dmydro-2,2 > 4-trimethyl-6-(4- 

nitrophenyl)quinoline (Compound 108); 6-(2,3-Dichlorophenyl>l,2-dihydro-2,2,4- 
trimethylquinoline (Compound 109); l,2-Dihydro-^2-hydroxycarbony]-4-nitrophenyI)- 
2, 2,4-trimethyIquinoline (Compound 110); 6-(3 ,4-Dichlorophenyl)- 1 ,2-dihydro-2,2,4- 
tnmethylquinoline (Compound 111); 4-Ethyl-l t 2-dmydro-2,2-dimethyl-6-phenylquinoline 

1 5 (Compound 1 12); l,2-DihydrcH2,2-dimethyl-6-phenyl-4-propylquinoline (Compound 1 13); 
6-(2-Chlorophenyl)- 1 ,2-dmydVo-2,2,4-tiimemylquinoline (Compound 1 1 4); 1 ,2-Dihydro- 
2,2,4-trimethylindeno[l,2-g]quinoline (Compound 115); l,2-Dihydro-2,2,4- 
trimethyHndeno[2 ,1 -/Jquinoline (Compound 116); 8-Bromo-l,2-dihydro-2,2,4- 
trimethylindeno[l,2-^]qumoline (Compound 117); 1 ,2-Dihydro-2,2,4- 

20 trimethylbenzo|>]njiwo[3,2^]q^oline (Compound 1 1 8); l,2-Dihydro-2,2 > 4- 

tnmethyIbenzo[b]mi^of23-/|quinoline (Compound 119); 6-Fhioro-l,2-dihydro-2,2,4- 
tiimethylindeno[2, 1 jquinoline (Compound 120); 9-Fhioro-l,2-dihydro-2,2,4- 
trimethylmdeno[l 1 2-^]q^iinoline (Compound 121); 1 ,2-Dihydro-9-hydroxylmethyl-2,2,4- 
trimethylindeno[ 1 t 2-#]quinoline (Compound 122); 8-Chloro- 1 ,2-dihydro-2,2,4- 

25 trimethylindenof 1 ,2-^]quinoline (Compound 123); 8-Fhioro-l,2-dihydro-2,2,4- 
trimethylindenof 1 ,2-^quinoline (Compound 124); 8- Acetyl- l,2-dihydro-2, 2,4- 
trimethylindeno[l,2-^]quinoline (Compound 125); 6-Fluoro~l,2-dihydro-2,2,4- 
trimethylindeno[l,2-g]quinoline (Compound 126); 7-Bromo-l,2-dihydro-2,2,4- 
trimethylindeno[2, 1 -/|quinoline (Compound 1 27); 1 ,2-Dmydro-2,2,4-trimethyl-7- 

30 nitroindeno[2,l-/]quinoline (Compound 128); l,2-DihyoYo-2,2,4-trimethyl-8- 
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nitroindeno[l,2-^]quinoline (Compound 129); 6,9-Difluoro-l,2-dihydro-2,2,4- 
tnmethylindeno[l ,2-#]qumoline (Compound 130); 7-Fluoro-l ,2-dihydro-2,2,4-trimethyI- 1 1- 
(thiomethyl)indeno[2 t l^/]quinoline (Compound 131); 5,8-Di£hioro-l,2-dihydro-10-hydroxy- 
2,2 Atrimcthj^deno[l,2-^]quinoline (Compound 132); 7,9-Difiuoro- 1 ,2-dihydro- 1 0- 
hydroxy-2,2,4-trimethylindctto[ 1 ,2-#]quinoline (Compound 1 33); 7, 1 0-Difluoro- 1,2-dihydro- 
2,2,4-trimemyl-5-oxomdeno[3,2^quinoline (Compound 134); 7 % 9-Difluoro-l,2-dihydro- 
2,2,4-trimethyl.lO-oxoindeno[l,2-^]quinoIine (Compound 135); S-Fhioro-l,2-dihydro-10- 
hydroxy-2,2,4-trimeth>imdeno[l,2^]qumoline (Compound 136); 8-Fhioro-l,2-dihydro- 
2, 2,4-trimcthy1-10-oxoindeno[l,2-g]quinoline (Compound 137); 7-Fhioro-l,2-dihydro-2,2,4- 
tnmethyl-8-nm-oindenot 1 ,2-^]quinoline (Compound 138); 5-Chloro-l,2-dihydro-l(K 
hydroxy-2,2Atrimethyfa^ (Compound 139); 6-Fluoro-l,2-dihydro- 

2.2,4-trimemyl-10K>xo^ 140); 6-F!uoro-l,2-dihydro-10- 

hydroxy-2;2,4-trimethylmdeno[ 1 ,2-#]quinoIine (Compound 141); 5,8-Difluoro-l,2-dihydro- 
2,2Atriincmyl-10^trifluoroacetoxy)indeno[^ (Compound 142); 6-(3,5- 

I*fluorophenyl>l^,3,4-teti^dr^^ 143); 1,2-Dihydro- 

2,2,4-trim^lindolo[3,2-^]quinoline (Compound 144); 5-Eth>d-l,2-dihydro-2,2,4- 
trimcthyliiKlolo[2 > 3-/Jqumoline (Compound 145); 6-(3^hlorophenyl)-l t 2-dihydro-2 > 2,4. 
trimethylquinoline (Compound 146); 6-(3,5-DifluorophciiyI)-l,2-dihydro-2,2,4- 
trimethylqumoline (Compound 147); 6-(3-Fluorophenyl)- 1 ,2-dihydro-2,2,4- 
trimethyiquinoline (Compound 148); l>Dihydro-2,2,4-irm^ 
(Compound 149); 6K3^yanophenyl)-l t 2simydr^ (Compound 
150); 6-(3, 5-DichlorophenyI)- 1 ,2-dihydiXH2,2,4-trimeth>iqumoline (Compound 151); 6-(2 t 3- 
Difluorophenyl)- 1 ,2^ydro-2,2 ^trimethylquinoline (Compound 152); l,2-EHhydro-2,2,4- 
trimethyl-6^pcmafluorophenyl)quinoline (Compound 153); l,2.Dihydro-2,2,4«trimethyl-6. 
[4^trffluoroacctyl)phenyl]quinoline (Compound 154); l t 2-Dihydro-2,2 > 4-trimethyl^(l % 3. 
pyrimid-5-yl)quinoline (Compound 155); 6^3-Cyanophenyl).l,2,3,4-tetrahydro-2,2,4. 
tnmethylquinoline (Compound 156); 5.8-Difluoi^l,2^ihydro-2,2,4-trimethyUndeno[l,2- 
g jquinolinc (Compound 157); 7, 1 0-Difluoro- 1 ,2-dmydix>-2,2,4-tTimcthylindenot2, 1 - 
/jquinoline (Compound 158); 8-CyancKl ? 2-dihydi^2^ 
(Compound 270); 6K3^yano-5-fworophenyl)-l 1 2^ihydro-2,2,4-t^ 
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(Compound 271); 6-(3-Cyano-4-fluorophenyl)- 1 ,2-dihydro-2,2,4-trimethylqunioline 
(Compound 272); 6-(3-Cyano-6-fhiorophenyl> 1 ,2-dihydro-2,2,4-trimethylquinoline 
(Compound 273); 6-[5-maoroO-(trifluoromethyi^ 

trimethylquinoline (Compound 274); 6-(3-chloro-2-methyJphenyl>- 1 ,2-dihydro-2,2,4- 
t^r^ethylqumoliIrc (Compound 275); l,2-Diliydro-2,2,4-trimetbyi^3-^^ 
(Compound 276); 6^3-AcetylphenylH,2-dihydro^ (Compound 
277); 6-(3-cyano-2-methylphenyI>- 1 ,2-dihydro-2, 2, 4- trimethylquinoline (Compound 278); 
1 ,2-Dmyaro-2,2,4-trimethyi-6-(3-meih^ (Compound 279); 6-{5-Fluoro-3- 

i»itrophenyl)-l,2KJmydro-2 f 2Atrimemylqiimoline (Compound 280); l,2-Dihydro-6-(3- 
niethoxyphenyl>2,2 > 4-trimethyiquinoline (Compound 281); 6-(5-Cyano-3-pyridyI)- 1 , 2- 
dihydro-2,2,4-trimethylqumoline (Compound 282); 1 .2-I>ihydix)-2,2 > 4-tTimethyl^-(2-methyl- 
3-rotrophenyi)quinoline (Compound 283); 6^2-Aniino-3,5-di£iuorophenyI)-l > 2-dihydro- 
2.2,4-trimemylquinoIine (Compound 284); 6-(3-Bromo-2-chloro-5-fluorophenyl)- 1 ,2- 
di}iydro-2,2,4-trimeth>iquinoiine (Compound 285); 6-(3-Cyano-5-fluorophenyl)-l t 2-dihydro- 
2,2.4-trimethyl-3-quinolone (Compound 286); 6^3-Fluoro-2-methyiphenyl)-l,2-dihydrO' 
2,2,4- trimethylquinoline (Compound 287); l,2-Dmydro-2,2,4-trimethyl-6-(3- 
methyithiophenyl)quinoline (Compound 288); 6-(5-ChlorcH2-tm*enyi)-l,2Kiihyciro-2,^ 
t.imethylquinoline (Compound 289); l,2-I>mydro-2,2 f 4-trimethyl^-(3-melhyl-2- 
tnienyl)quinoline (Compound 290); 8-Fluoro-l,2siihydro-2,2,4-trimethy1^3- 
ritrophenyl)quinoline (Compound 291); l^-Dihydro-6-(3-nitrophenyl)-2,2,4,8- 
tetramethylquinoline (Compound 292); 6-(5-Bromo-3-pyridyl)- 1 ( 2-dihydro-2,2,4- 
t imethylquinoline (Compound 293); 6^3-Bromo-2-pyridyI)-l,2-<lmydro-2,2,4- 
t. uivethylqiiinoline (Compound 294); 6K3-Bromo-2^en)d>l,2-dihydro-2,2,4- 
mmethyiquinoline (Compound 295); l,2-Dihydro^2,3,5 > 6-tetrafluoro-4-pyridyl)-2 t 2,4- 
trimethylquinoline (Compound 296); 5,8-DuTuoro-l,2slihydix>^ 
trimethylquinoline (Compound 297); 2,4-Diethyl-8-fluoro- 1 ,2-dihyoro-2-methyl-6-(3 - 
rurophenyl)quinoline (Compound 298); 6-(3-Bromophen5i>l f 2-dihydro-2,2,4- 
xnmethylquinoline (Compound 299); l,2-Dihyaro-2,2,4-trimethy]^ 
thjenyl)quinoline (Compound 300); l,2-Dmydro^2A5-trifhiorophenyl)-2,2,4- 
t.imethylquinoline (Compound 301); 6-(3-Bromo-5-fluorophenyl)- 1 ,2-dihydro-2,2,4- 
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triraethylquijioiine (Compound 302); 6-(5-Carboxaldehyde-3-thienyl)-l,2-<lihydro-2,2,4- 
trimethylquinoline (Compound 303); l,2-Dmydro-2,2,4,7-tetramethyl-6-(3- 
mtrophenyl)quinoline (Compound 304); 6-(5-Fluoro-2-methoxy-3-nitrophenyl)- 1 ,2-dihydro- 
2,2,4-trimethylquinoline (Compound 305); 6-(3-Chloro-2-methoxyphenyl)-l,2<Wtydro- 
5 2,2,4-trimethylquinoiine (Compound 306); l,2-Dihydro-2,2,4-trimethyl-6-(2,3,4- 

trifluorophenyl)quinoline (Compound 307); 6-(3-Bromo-2-methylphenyl)-l,2-dihydro-2,2,4- 
trimethylquinoline (Compound 308); 7^hloro-l,2-dihydro-2,2,4-trimethyI-6-(3- 
nhrophenyl)quinoline (Compound 309); 5-CMoro-l,2-dihydro-2,2,4-trimethyl-6-(3- 
nhropheny])quinoline (Compound 310); 8-Chloro-l,2-dihydro-2,2,4-trimethyl-6-(3- 

1 0 nitrophenyl)quinoline (Compound 311); 8-Ethyl- 1 , 2-dihydro-2,2,4-tximethyl-6-(3- 
nitrophenyi)quinoline (Compound 312); 9-Chloro-I,2-dihydro-2,2-dimethyl-5- 
coumarino[3,4-/)quinoline (Compound 313); l,2-Dihydro-9-melhoxy-2,2,4-trimethyl-5- 
coumarmo[3,4-/|quinoline (Compound 314); 9-Fluoro-l,2-dihydro-2,2All-tetramethyI-5- 
coumarmo[3,4-^qumolme (Compound 315); l,2-Dihydro-2,2,4 t 9-tetramethyl-5- 

15 coumarmo[3,4-/|quinoIine (Compound 316); 7-Chloro-l,2^ydro-2,2,4-trimethyl-5- 

coumarino[3,4*y]quinoline (Compound 317); (/?/5)-9-Chloro-l,2-dihydro-5-methoxy-2,2,4- 
trimethyl-5//-chromeno[3 > 4 : /|quinoline (Compound 319); (/i/5)-9-Fluoro-l,2-dihydro-2,2,4- 
trimethyl-5//-chromcno[3,43/]quinoline (Compound 328); 6-(5-Cyano-2-thienyl)-l,2- 
dmydro-2,2,4-trimethylquinoline (Compound 451); 6-(5«Cyano-3-thienyl)-l 1 2-dihydro-2,2,4- 

20 trimethylquinoline (Compound 452); 6-<3-Formyiphenyl)-l ,2-dmydro-2,2,4- 
trimethylquinoline (Compound 453); l,2-Dmydro-2,2,4-trimethyl-6-[3- 
(methylsulfonyl)pheiiyl]quinoline (Compound 454); (/V5)-6-(3-Cyano-5-fluorophenyl)- 
1,2,3 ATetrahydro-2,2,4-trimethylquinoline (Compound 455); and (rttf)-9-Chloro-l,2- 
d%dro-2,2,4-trimethyl-5-phenyl-^ (Compound 456). 



9. A PR modulator compound according to claim 4 selected from the group 
consisting of (/TO>5-Butyi-l,2^ihydro-2,2^ 
(Compound 160); (/*/SH^-Dihydro-2,2,4-tri^^ 
(Compound 161); (R/Sy 1 ,2,3 ,4-Tetrahydro-2,2^1im^ 
30 chromeno[3,4-/Jquino!ine (Compound 162); (/ftS>5-(4-Chlorophenyl)- 1 ,2-dihydro-2,2,4- 
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trimethyl-5//-chromeno[3,4 T /]quinoline (Compound 163); (/MS)-5K4-Chlorophenyl)- 1,2,3,4- 
tetrahydro-2,2-dimethyl-4-methylidene-5^ (Compound 164); 

(/2/S)-5-(4-Fluoropheiiyl)- 1 ,2-dihydro-2,2,4-trimethyl-J//-c^^ 
(Compound 165); (/^5^4-AcetyIphenylH,2-di^^ 

>]quinoline (Compound 166); (/V5)-l T 2-Dihydro-2,2,4-trimeihyl-5-(4-methylphenyl)-5//- 
chromeno[3,4-/]quinoline (Compound 167); (i2/.y)-l,2-Dihydro-5-(4-methoxyphenyl)-2,2,4- 
trimethyl-5i/-chromeno[3,4-/lquinolinc (Compound 168); (/V5)-l,2-Dihydro-2,2,4. 
trimethyl-5-[4^trifluoromethyl)phenyI]-5//-chromeno[3,4-y]quinoIine (Compound 169); 
(/tfSM,2-Dihydro-2,2,4-trimethyL^ 

(Compound 170); 2-Dihydro-2,2,4-trimethyl-5K4-^^ 

/Iquinoline (Compound 171); (-)-5^4-Chlorophenyl>l,2-dihydro-2,2,4-trimethyl-5//- 
chromeno[3,4-/|quinoline (Compound 172); (R/Sy 1 ,2-Dihydro-2,2,4-trimethyl-5-(3- 
methylphenyl)-5//-chromeno[3,4-/Jquinoline (Compound 173); (+)-(4/,5/)-5-(4- 
Chlorophenyl)- 1 ,2,3,4-tetrahydro-2 % 2 Atrimethyl-5/^chromeno[3,4-/|quinoline (Compound 
1 74); (-H4/,5/)-5-(4-Chlorophenyl> 1 ,2,3,4-tetrahydro-2,2,4-trimethyi-5/f-chromeno[3 ,4- 

yiquinoline (Compound 175); (/tf^/,5u)-5^4^hlorophenyI^^^ 

trimethyl-5//-chromeno[3,4^/]quinoline (Compound 176); (/l/5)-5K3-Chlorophenyl)-l,2- 

dihydro-2,2,4-trimethyl-5/^-chromeno[3,4^]quinoline (Compound 177); (/MS)-5-(3- 

ChlorophenylH*2,3,4-tetrahydi^ 

(Compound 178); (/ttS^5-(4-Bromophenyi)-l,2-dity^ 

.flquinoline (Compound 179); (^/5>5-(4-Bromophenyl)-l,2,3,4-tetrahydro-2 t 2-dimethy!-4- 
methylidene-5//-chromeno[3 ,4-/|quinolinc (Compound 180); (/ttS)-5-(3-Bromophenyl)-l, 2- 
dihydro-2,2,4-trimethyl-5//^hromeno[3,4-y]quinoline (Compound 181); (R/S)-5-(3- 
Bromophenyi)- 1 ,2, 3 ,4-tetrahydro-2 t 2-dimethyl-4-methy lidene-5//-chromeno [3 ,4-y]quinoline 
(Confound 182); (/tf^5-(3,4-DicMoropheny!)-l, 2-d%dro-2,2,4-trimethyl-5//- 
chromeno[3,4-/Jquinoline (Compound 183); (iVJ)-5-(3-Bromo-2-pyridyl)-l,2-dihydro-2,2,4- 
trimethyl-5/^-chromeno[3,4-/lquinoline (Compound 184); (/V5>l,2-Dihydro-5-hydroxy- 
2,2,4-trimethyi-5//-chromeno[3 ,4*y]quinoline (Compound 185), (/MS)-l,2-I>ihydro-2,2,4- 
trimethyl-5-methoxy-5//^hromeno[3,4 T /]quinoUne (Compound 186); CR/S)-l,2-Dihydro- 
2,2.4-trimethyl-5-propoxy-5//-chromeno[3 ,4-yjquinoline (Compound 187); (RAS>5-Allyl- 
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l,2^hydro-2,2,4-trimethyUJ//^hromeno[3,4^quinoline (Compound 188); (/VS>I,2- 
Dihydro-2^2,4-trimethyl-5-propyl-5//^hromeno^ 189); (R/Sy\^ 

Dihydro-2^4-trimethyl-5^ (Compound 190); 

(/M^5^3-nuorophenylM*2Kiihydro-2,2,4-^^ 
(Compound 191), (/V^5^3-Fluorophenyl>l,2^,4-tetraty^ 

5H-chromeno[3,4*/|quinoline (Compound 192); (R/Sy 1 ,2-Dihydro-2,2 > 4-trimethy]-5- 
propy]thio-5//-chromeno[3,4-/|quinoline (Compound 193); (7^S)-l,2-Dihydro-5-(3- 
methoxyphenyl)-2,2,4-trimethyl-5//^hromeno[3,4-/|quinoline (Compound 194); (R/S) l % 2^ 
DihydrcK2,2,4-trimethyl-5-[3^trifluoro 
(Compound 195); (tt^-5-(3-Fluoro^-methylph^ 

chromeno[3,4-_/]quinoline (Compound 196); (^5)-5-(4-Bromo-3-pyridyl)-l t 2-dihydro-2,2 > 4- 
thmethyl-5/f-chromeno[3,4 T /]quinoline (Compound 197); (R/S)- 1 ,2-Dihydro-2,2,4- 
trimethyI-5-(3-pyridyl)-5#^hro^ 198); (tf/S)-5-(4-Ch]oro- 

3-fhiorophenyl>l,2-dihydro-2^ (Compound 199); 

(/VS>l,2-Dihydro-2,2,4,5-tet^ (Compound 200); 

(/VS>l,2-Dihydro-5-h^ (Compound 201); 

l,2-Dihydro-2 f 2,4-trimethyI-5^hromeno[3,4-y]quinoline (Compound 202); (R/Sy\^ 
Dihydro-5^3-methylbutyl)^ (Compound 203); 

(JtfS)-5-(4-Ch]orobutylH,2^ydro-2,^^ 
(Compound 204); (/&tf)-5-Benzyl-l,2^ihydro-2,^^ 
(Compound 205); (JW)-5^4-Bromobin^H,2K^ 

yjquinoline (Compound 206); (/^^5.Butyl-9-fluoro-l,2^ihydro-2.2,4.trimethyl-5/f- 
chromeno[3,4-/Jquinoline (Compound 210); (72/5)-5-Butyl-8-fluoro-l,2-dihydro-2,2,4- 
trimethyl-5/^chromeno[3,4-y]qiiinoline (Compound 211); (/2/S)-5-(3-Chlorophenyi)-9- 
fhjoro-l,2-dihydro-2,2,4-tr^ (Compound 212); (R/S)~5- 

(4-CWoro-3-mtthy!phenyl>9-fluoro- 1 1 2-dihydro-2 1 2,4-trimethyl-5//-chromeno[3,4- 
yjquinoline (Compound 213); (^/5)-5^4.Chlorophcnyl)-9-fluoro-l,2-dihydro-2,2,4- 
trimethyl-5//-chromeno[3,4^/]quinoline (Compound 214); (/tf£)-9-Fluoro-1.2-dihydro-5-(4- 
methoxyphenyl)-2,2,4-tr^ (Compound 215); (R/S)-%- 

Fhioro- 1 ,2^ihydro-5-methoxyl-2,2,4-trime^ (Compound 
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2 1 6); (/2/5>5-(4-Chlorophenyl)-8-fluoro- 1 ^-dihydr^^^trimethyl-i/^-chromcnofB^ 
/JquinoHne (Compound 217); and (/^9-Chloro-5-(4-chloroph«iyI)-l,2-dihydro-2,2,4- 
tnmethyi-5//-chromeno[3 ,4-/|quinoline (Compound 218); 9-Chloro-l,2-dihydro-2,2,4- 
trimethy]-5^^omeno[3,4^quinoline (Compound 320); (/ttS>9-F1uoro- 1 ,2-dihydro-5- 
methoxy-2,2 > 4-trimethyl-5//-chromeno[3,4 T /]quinoline (Compound 222); (^/5)-9-Fluoro- 
l,2^hydro-2 t 2,4-trimethyl-5^ (Compound 323); 

(il/5)-9-Fluoro-l,2-dihydro-2,2 1 4-trimethyl-5-propoxy^ 

(Compound 324); (R/Sy 1 ,2-I>ihydro-9-methoxy-2,2,4-trimethyi-5//-chromeno[3,4- 
yiquinoline (Compound 329); (/^SH ,2-Dihydro-2,2 A9-teu^ 
yjquinoline (Compound 330); (/^7^Woto-1,2kHM^ 
./Jquinoline (Compound 331); (/tfSV5K4-Bromo-3-pyridy^ 

4- methylidene-5//-chromeno[3 t 4 T /]quinolinc (Compound 347); (/2/5)-5-(3,5. 
Muorophenyl)-l,2^yaro^ (Compound 348); 
(/^5-(3-Bromo-5-ftoorophenylH^ 

chromeno[3,4-y]qumoline (Compound 352); (ZJ-lA-Dihydro-S^^,^ 
trimethylbenzyUdene^^^ (Compound 364); (Z>5- 

BenzyIidene-9-fhioro-l t 2-dihydro-2 9 2 v 4, 1 l-tetramethyl-5^chTomeno[3 > 4.y]quinoline 
(Compound 377); (/tfS>5K4-CWorophenylHA^ 

chromeno[3,4-y]-4-quinolinone (Compound 378); (/V5)-5-(4-Chlorophenyl)-l,2,3.4- 
tetrahydro-2,2,3>tetram^ (Compound 379); (R/Sy 

5- (4-Chlorophenyl)- 1 ,2-dlhyaro-2>dimethy^ (Compound 
380); (+M**^AWK4^Woroph^ 

chromeno[3,4^]-3^iiinolinone (Compound 381); (-H^*^-5/)-5K4^:hlorophenyl)-l,2,3,4. 
tetrahydro-2,2,4-trmie^ (Compound 382); (R/S)-5-(4- 

Chlorophenyl)- 1 ,2,3,4-teti^dro-2,2.dimcthyl-5//^:hromeno[3 ,4 T /]-3-quinolinone 
(Compound 383); (iM)-3K3-F!uorobenzyl>5^ 

hydroxy-2 t 2,4-trimet^ 3g4) ; (/V5)-3,5.Dibuty|. 

U2,3,4-tetrahydro-3-hydro^^ 

385);(/TO)-5-Butyl-lA3,4.tetn^^ 

(Compound 386); (W^/.50-l,2,3,4-Tetraty^ 
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chromeno[3,4-yi-3-quinolinone (Compound 387); (/2/5-^/.5i/)-l,2 f 3,4-Tetrahydro.2,2,4. 

trimethyl-5-phenyl-5//^hromeno[3,4-y]-3-quinolinone (Compound 388); (R/S-J! t 6uy 

l,2,3,4-Tetrahydro-2,2,4-m^ 

(Compound 390); (rt/S^/,6/)-l,2,3,4-Tetra^ 

5 isochromeno[3,4-/]0^uinolinone (Compound 391 ); (RlS-3h4u^ Jv)-5-(4-CWorophenyI)- 
1 ,2,3 > 4-tetrahydro-3-methoxy-2,2,4-trimethyl-5/f-chromeno[3 (Compound 
397); (/2/5^3/,4t/.5/)-5-(4-Chlorophcnyl>l ,2,3 ,4.tctrahydro-3-methoxy-2,2 % 4-trimethyl-5//- 
chromeno[3,4-^quinoline (Compound 398); (iWS-3/^tf.5/)-5-(4-Chlorophenyl)- 1,2,3,4- 
tetrahydro^-propyloxy-2,2,4-trimethyl-5#^ (Compound 399); 

10 (/tf$-3/,4tt,5w)-5K4-CWorophenyl^ 

chromeno[3,4-yjquinoline (Compound 400); and (W£^/,50-3-Benzenzylidene-5-(4- 
cWorophenyl)-U2,3,4-tetnihydro^^ (Compound 
401). 

15 10. A PR agonist compound according to claim 5 selected from the group 

consisting of (Z)-5-Butylidene-l ,2-dihydro-2,2,4-trimet^ 

(Compound 219); (2>5-BenzyUdene-l,2-dihydro-2,2,4-trimethyl-5//-chromeno[3,4- 
/]quinoline (Compound 220); (Z)-5K4-FhiorobenzyUdene)-l,2^ihydro-2,2,4-trimethyl-5//- 
chromenot3,4-/]quinoline (Compound 221); (2>5^4-BTomobaizylidene)-l,2-dihydro-2,2,4- 

20 trim«hyl-5//H^meno[3,4./|quinoline (Compound 222); (2^5-(3-Bromobenzylidene)-l,2- 
dihydro-2,2,4-trimethyl-5/^cto^ (Compound 223); {Z)-S^ 

Chlorobenzyitdene)-l,2-dihydro-2,2,4-trimeth^ (Compound 
224); (Z)-5^3-Huorobenzyiidene)-l,2-di^ 
(Compound 225); (Z)-5K2-ChlorobenzytideneH,2Ki^ 

25 chromeno[3,4-/)quinoline (Compound 226); (2)-5-(2-Bromobenzylidene)-l ,2-dihydro-2,2,4- 
trimethyl-5//^hromeno[3,4-y]quinoline (Compound 227); (Z)-5-(2-Fluoroben2yIidene>l,2- 
dihydro-2,2,4-trimethyl-5^ (Compound 228); (Z)-5-(2,3. 

DifluorobenzyUdene)-l,2-dihydro-2,2,4-trimethyl-5^ (Compound 
229); (Z>5K2,5-Difluorobenzyiidene>l,2^^ 

30 ^quinoline (Compound 230); (Z)-9-Fluoro-5-(3-fluorobenzylidene)- l,2-dihydro-2,2,4- 



WO 96/19458 



PCT/US95/16096 



352 

trimethyl-5//^hromcno[3,4-yiquinoline (Compound 231); (Z)-9-Fluoro-5-<3- 

methoxybenzyUdeneH>2-^^ 

232); (Z)-8-Fkioro-5K3-fluororbeiizyUd^ 

yiquinoline (Compound 233); (rt/S-4/, 5w)-5^4-Chlorophenyl)-1.2,3,4-tctrahydro-2,2,4- 
5 trimethyl-5//-chromeno[3,4-y]-3-quinolinone (Compound 234); (R/S-4i 5/)-5-(4- 
ChlorophCTyl^l^^Atctrahydro-^^trimethyl-^^ 
(Compound 235); and (7tfS)-5K4^hlorophenylH,2*3*4-te^^ 

chromeno[3,4-/l-3-quiynolinone (Compound 236); 5-(3-Fluorobenzyl)-l,2-diliydro-2,2,4- 
trimethyl-5//-chromeno[3,4 T /Jquinoline (Compound 318); (/?/5)-9^:hloro-l > 2^1ihydro-2,2,4- 

10 trimethyl-5-propyloxy-5//-chromeno[3,4-/]quinolinc (Compound 321); (/^5>5-Butyl-9- 

cWoro-l,2^%dro-2,2,4-trimethy^ (Compound 325); (R/S)-5- 

Butyl-1 ,2-dihydro-9-methoxy-2,2,4-trii^ (Compound 
326); (/ttf)-9-Fluoro-l,2-dihydro-2^ 
(Compound 327); (/^S>9-Chloro-l>dihydro-2,2^^ 

1 5 /Jquinoline (Compound 332); (/2/5)-5-(4-Bromophenyl)-9-chloro-l ^-dihyd^^^- 
trimethyl-5//-chromeno[3,4 T /]quinoline (Compound 333); CR/£)-9-Chloro-5-(3- 
chlorophciiyl}-l,2-dihydro-2,2,4-trimethyl-5^^ (Compound 334); 

(/&^9^hloro-l,2^ydro-2,2,4-trim^ 

yjquinoline (Compound 335); (/^9^hloro-5K4^hloro-3-methylphenyl)-l,2-dihydro- 
20 2,2,4-trimcthyl-5//-chromeno[3 ,4-/|quinoune (Compoimd 336); CR/S)-9-Chloro- 1 ,2-dihydro- 
5-[3-(trifluoromethyl)phen^ (Compound 
337); (/^S)-9-Chloro-5-(3,5-dichlorophcfiyl>-l ,2-dihydro-2,2,4-trimcthyi-5//K:hromeno[3 1 4- 
/Jquinolinc (Compound 338); (/^^9^hloro-l,2^ihycho-5^4.methoxypheny^)-2,2,4- 
trimethyl-5//-chromeno[3,4-y]quinoUnc (Compound 339); (/MS)-9-Ch]oro-5-(3-fluoro-4- 
25 methoxyphenyl)- 1 l 2^ydro-2,2,4-trimethyi-5//-diromeno[3,4-y]quinoline (Compound 
340); (J^S)-9-Chlo^o-5-(4-fluo^ophcnyl)-l ,2-dihydro-2,2 t 4-trimcthyl-5//-chromeno[3 ,4- 
y]quinoline(Compound 341); (/^5)-9-Chloro-5-(3-chloro^methoxy-5-methylphenyl)-l,2- 
dihydro-2,2A-trimethyW^ (Compound 342); (K/5)-9-CMoro-5- 

(4-fhioroO-methy!phenyl>l,2-dih^ 
30 (Compound 343); (/l^)-9-Chloro-5-(3-£hiorophcnyl)-l ,2-dihydro-2,2.4-trimethyl-5//- 
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chromcno[3,4-/lquinoline (Compound 344); (/V5)-1.2-Dihydro-2.2.4-trimethyl-5-[(3,4- 
methyienedioxy)phenyl]-5//Htoonumo[3,4].>quinoline (Compound 345); (/V5)-5-(4-Chloro- 
3-inethylphenyl>l,2^hydro-2^,4.tiimethyl-5J¥H±romeTO 

346);(/VS)-5K3>Dichloropheny1H,2-^^ 

5 yiquinoline (Compound 349); (W5)-5-(3-Bromo-5-methylphenyl)-l,2-dihydro-2,2,4- 
trimethyl-5/f-chromenot3,4-yiquinoline (Compound 350); («/S)-5-(3-Bromo-5. 
fluorophenyl>l,2^iMro-2,2.4-trimedjyl-5//-chromenot3A^^ 
(/y^5-[4-Fluoro-3-(trifluoromethyl)phenyl]-l,2^ihydro-2,2Atrime 
y]quinoUne (Compound 353); (i^S)-9.Fluoro-l,2Kiihydro-2,2,4-trimethyl-5-(3- 

1 0 memylphei»yl>5//K:hromenot3.4-/lquinoline (Compound 354); (IVSy 1 .2-Dihydro-9- 
methoxy-2,2,4.trimethyl-5K3-methylphenyl>5//.chromeno[3,4-yiq 
355); (/WS)-9-Fluoro-5-(3-fluoro-4-mcthoxyphcnyl)- 1 ,2-dihydro-2,2,4-trimethyl-5//- 
chromeno[3,4-y]quinoline (Compound 356); (^9-Fworo-l,2^ihydro-2,2>trimethy|.5- 
[3-(timuoromethyl)pheiiyl]-5//^^menot3,4-y]quinoline (Compound 357); (K^-Fluoro- 

1 5 5^4-mioro-3-m«MphenylH,2^hy^^ 

(Compound 358); (Z)-5K2>Di£hiorobenzyHdene)-l,2-dihydrcH2,2,4-trimethyl-5iy- 
chromeno[3,4-y]quinolinc (Compound 359); (2)-5-(3,4-Difluorobenzylidene).l,2-dihydro- 
2,2,4-trimethyl-5//-chromeno[3,4-/quinoline (Compound 360); (Z)-5-(3-Fluorobenzyiidene)- 
l,2,3>teo^hydro-2,2,4-trimethyl-5//-chromeno[3A/lquinoline (Compound 361); (Z)-5- 

20 (2,6-DifhJorobenzylideneH.2^%^ 

(Compound 362); (Z)-l,2.-IMhydro-H2-^nethylbenzyUdene)-2,2Atrimetbyl-5//- 
chromeno[3,4-_/]quinoline (Compound 363); (Z)-9-Chloro-5-(2,5-difluorobenzyndene)-l,2- 
mhydro-2,2>timicmyl-5//^omeno[3,4./3quinonne (Compound 365); (Z)-5-Benzy!idene- 
9^oro-l,2^ihydro-2,2,4-trimethyl-5//-chromeno[3,4-y]quinoline (Compound 366); (Z)-9- 

25 CW0T0-l,2-4ihydro-2,2,^^ 

(Compound 367); (ZV5-BeiizyMene-9-chloro-l,2^hydio-2.2^ethyl-5//^hromeno[3,4- 
/Iquinobne (Compound 368); (ZV9-CWoro-5-(2-fluorobciizyUdene)-l,2Mimydro-2,2,4- 
trunethyl-5ifH^omem)[3>y]quinoline (Compound 369); (Z)-9-Chloro-5-(3- 
fluorobeiizyUdene>l,2HimydrcH2,2,4-trimethyl-5^ 

30 370); (£/Z)-5-Benzybdene-9-fluoro-l,2-<nity^ 
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y]quinoline (Compound 371); (ZV5-Benzylidene-8-fluor^^ 

chromeno[3,4-/]quinoline (Compound 372); (Z>5-Benzylidene- 1 ,2-dihydro-9-m«hoxy- 
2,2>trimethyl-5^.chromeno[3>y]quinoline (Compound 373); (Z)-9-Fluoro-l,2-dihydro. 
2,2,4-trimethyl-5-(2-methylb^^ (Compound 374); 

5 (Z)-8-Fluoro-l,2-dihydro-2^^ 

yjquinoline (Compound 375); (Z)-l,2.Dihydro-9.methoxy-2,2,4.trimethyl-5-(2. 
methylbenzylideneV5//^hromeno[3,4-/lquinoHne (Compound 376); (Z)-(rt/S)-5-(3- 
Fluoroben2ylidene)- 1 ,2,3 , 4-tetrahydro-2,2,4-trro 

(Compound 389); (ZM^^-(Ben2ytidene)-l,2^ 
10 chromeno[3,4-/|-3-quinolinone (Compound 392); (7tfS-4/, Ju)-5-(3-Fluoropheny^^ 

tetrahydro-2,2,4-trimet^ (Compound 393); {WS-4l t 5iy 

5-(3-Huorophenyl)-l,2,3,4-tettahydro-2,2> 

(Compound 394), (WS-4/,5/)-l,2,3,4-Tetrahy^ 

(trifluoromethyl)phenyl]-5/^chro^ (Compound 395); (RJS-4l5u)- 

1 5 1 ,2,3,4-Tetrahydro-2,2,4-trimethyI-5-[3-( 

quinolinone (Compound 396); (/2/5-^/,5w)-5-(4-Chlorophenyl>-l,2,3,4-tetrahydro-2,2 t 4. 

trimethyl-5//-chromcno[3,4-y]-3-quinolinone (Compound 402); (R/S^l^iyS-iA- 

Chlorophenyl)-l,2,3,4-tetrahyar^ 

(Compound 403); and (/VS)-5-ButyM,2-dihydr^^ 
20 /jquinoline (Compound 457). 

11. An AR modulator compound according to claim 6 selected from the group 
consisting of l,2-Dihydro-2,2,4-trimethyl^m 
(Compound 237); 1 ,2-DihydYo-2,2,4-t™etM^ 

25 (Compound 238); 1 ,2-Dihydro-2,2,4-trimeto^ (Compound 
239); l,2-I^ydro-2,2,4-trraethyM 240); 1,2- 

Dihydro-2,2,4,6-tetrainethyl^ (Compound 241); l,2-Dihydro-10- 

hydroxy-2,2,4-trimeu^l-10/f4sochromeno[4,3-g]quinoune (Compound 242); 1, 2-Dihydro- 
2,2,4,6-tetramethyl-8H-pyrano[3,2-^]quinoline (Compound 243); (B/S)- 1,2,3, 4-Tetrahydro- 

30 2.2,4-trimethyl-lMsoqum^^ (Compound 244); l,2-Dihydro-2,2,4- 
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lrimcthyl-10-thioisoqirinolono[4,3^]quinoline (Compound 245); (+)- 1,2,3, 4-Tetrahydro- 
2,2,4-mmethyMO-isoqui^ (Compound 246); l,2-Dihydro-2,2,4- 

trimeth^^trifluoromethyl-S-pyridonotS^^lqumoIine (Compound 247); (R/SyiX^A^ 
Tetrahyd^^^trimethyl-^trifluorometh^ (Compound 250); 

5 l,2-Dihydro-2,2,4-trimethy^ 
251);(/ttS)-l,2,3,4-Tetrahydro-^ 

g]quinoline (Compound 252); 6^hloro(o^oro)methy!-l,2-dihydro-2,2,4-trimethyl-8- 
pyTanono[5,6-g]quinoiine (Compound 253); 9-Acctyl-l,2-dihydro-2,2 t 4-trimethyl-6- 
trifluoromethyl-8-pyridono[5,6-^]quinoline (Compound 254); 1 ,2-Dihydro-2,2 ,4, 1 0- 
1 0 tctramethy W-trifluoromethyl-8-pyridono[5,6-^]quinoline (Compound 25 5); 1 ,2-Dihydro- 
2,2,4-trime%l-6KM,2,2,2-pentafiuoroe^ (Compound 256); 

(/ttS>6-CWoro(difluoro^ 

g]quinolme (Compound 257); 7^hloro-l,2-du>dro-2,2,4-tr^ 
pynmono[5,6-^]quinoline (Compound 258), (/VS)-7-Chloro-l,2,3 > 4-tetrahydro-2,2,4" 
1 5 trimethyl-6-trifluoromet^ (Compound 259); 1 ,2,3,4- 

Tcti^yaYo-2,2 1 4-trimethyl-6-trifluoromeihyl-8 (Compound 260); 

1 ,2-Dihydro-2,2,4,9-t#ram^ (Compound 

261) ; l,2-Dihydro-2,2,4-trimeth^^ (Compound 

262) ; 6-[iachloro(ethoxy)me%l]-l> 

20 (Compound 263); 5-(3-Fui>d)-l,2-^iihydro-2,2,4-tiimethyl-8^ 
(Compound 264), 1,2-Dihydro-l A2,4-tetnunethyl^trifi^^ 
gjquinoline (Compound 265); l,2-Dihydro^trifluoromethyI-2,2,4^ 
ono[5,6-#] quinoline (Compound 266); 1 ,2-Dihydro- 1 ,2,2,4,9-pentamethyl-6- 
trhluoromethyl-8-pyridono[5,6-glquinolinc (Compound 267); 7-Chloro-l,2-dihydro-2,2,4- 

25 trimethyl-6-trifhioromet^^ (Compound 268); and 6^ 

Chloro(difluoro)methyl-l,2-di^^ (Compound 
269); (R/Sh 1 ,2,3 ,4-Tetrabydro- 1 ,2,2,4-tetramethyI^trifluoromethyl-8-pyranono[ 5,6- 
g]quinoline (Compound 404); (/*/^5K3-FuiylHA3,4-tetraty^ 

pyranono[5,6-£]quinoline (Compound 405); S^-Fiiryl^l^-dihydro-l^^^telramethyi-S- 
30 pyranono[5,6-^]quinoline (Compound 406); 5^3-FuryI)-l,2-dihydro-l,2,2,4-tetramethyi-8- 
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thiopyranono[5,6-^]quinoline (Compound 407); 6-Chloro-5^3.fujyl)-l,2-dihydro-i, 2,2.4- 
tetramethyl-8-pyran^^ (Compound 408); 1,2,3,4-Tetrahydro-2,2,4,10- 

tetrainethyl^trifooromety^ (Compound 409); (R/Syi t 2^A- 

Tetrahydro^methyl-6-tru^^ 410); i^- 

Dihydro-2,2-dmethyi^trifluoromethyl-8-pyranono[5 i 6-^]qiunoline (Compound 41 1); 
1 ,2,3,4-Tetnuiyaro-2,2-dime^ (Compound 
412); l,23,4-Tetrahydro-6-tri^ (Compound 413); 

(tf/SM-Ethyl-1 ,2,3,4-ted^oW6~trifluo^ (Compound 
414); (/^l,2^,4-Teti^dro-l,4 (Compound 415); 

(/tfS)^EutyM,2,3,4-tet^ (Compound 416) . 

2,2-lttmeutyl-l,2,3 f 4-teti^fr^ (Compound 
417); (^SM*2,3,4-teti^dro^t^ 

quinolinone (Compound 418); 5.Trifluoromethyl-7-pyridono[5,6^]indoUne (Compound 
419); 8-(4-Chlorobenzoyl>5-trifo^^ (Compound 420); 7- 

/er/-Butyloxycai*OToyM (Compound 421); 1,2,3,4- 

Tetrahydro-6-tri£hjoromethy]-8-pyridono[5,6-^ (Compound 422); l,2-Dihydro-6- 

trifluoromethyl-l,2,2,4-tetr^ (Compound 423); 3,3- 

Diinethyl-5-trifluoromethyl-7-pyridono[5,6-e]indoline (Compound 424); (R/S)~l % 2 t 3^ 
TeUTihydro^n^yl-6Htr^ (Compound 425); 

(R/Sy 1 ,2,3,4-Tetrahydro-4-methy^ 
(Compound 426), l,2,2 r TrimethyM,2,3,4-teti^ 

^]quinoline (Compound 427); (IVS)- 1 ,2,3,4-Tetrahydro-4-propyl-6^trifluoromethyi-8- 
pyi^no[5,6-^]quinoline (Compound 428); l,2,3,4-Tctrahydro-2,2,4-trimethyl-6- 
trifluoromethy1-9~tto (Compound 429); 1,2-Dihydro- 1,2,2,4- 

tetramethyl-6-trifluorom^ (Compound 430); 1,2,3,4- 

TetrahydrcHl,2,2-trim«^ (Compound 43 1); 

1 ,2,3 ,4-Tetrahydro- 1 -mcthyl-4-propyl-6-tri£luoromethyl-8-pyranono[5 1 6-^]quinoline 
(Compound 432); 1 A3,4-Tetrahyd^l0-h^ 
8-pyridoi»[5,6-^]cnjinolinc (Compound 433); 1,2,3,4-Tetrahydro-l^ 
trifhioromethyl-9-thiopy^ (Compound 434); 1,2,3,4-Tetrahydro- 
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2,2,9-trimethyl-6-trffluoromethy^ (Compound 435); (R/Sy 

1 ,2,3 ATetrahydro-3-methyl^trifluoro (Compound 
436); 1 ,2,3,4-TetrahyoYo-3,3-<limethyl-6-n^ 
(Compound 437); (/S/5)l,2,3 f 4-Tetrahydr^ 

pyridono[5,6-#]quinoline (Compound 438); (/V5-2/,4i/^l,2,3,4-Tetrahydro-2,4-dimethyl-6- 
tnfiuoromethyl-8-pyridono[5,6^]quinoline (Compound 439); (/2/5 , -2/,4w)-4-EthyM,2,3 % 4- 
tetrahydro-2-methyl^trifluoromethyl-8-pyranono[5,6-^]quinoIine (Compound 440); (R/S- 
2/,3wH,2,3ATetrahydro-2,3^imet^ 
(Compound 441); (/VS^2/,3/H.2,3,4-Tetrahydro^ 

pyridono[5,6-^]quinoline (Compound 442); (/MS> 1,2,3 ,4-Tetrahydro-2 % 3,3-trimethyl-6- 
trifluoromethyl-8-pyridono[5,6-^]quinoline (Compound 443); (/2/5Vl t 2,3,4-Tetrahydro-2- 
methyl^trifluoromethy!-8-pyridonot5,6-^]quinoline (Compound 444); (/?/5)-4-Ethyl- 
l,2,3,4-tetrahydro^tri£Iuoromethyl-8-pyridono[5,6^]quino (Compound 445); (R/S-2l y 
3i/H.2,3,4-Tetrahydro-2,3,9-trim 

(Compound 446); (/2/5)-1.2,3,4-Tetrahydro-4-propyl-6-trifluoromethyl-8 -pyridono[5,6- 
gjquinoline (Compound 447); (*/S)-3 -Ethyl- 1,2,3, 4-tctrahydro-2,2.dimethyl-6- 
trifluoromethyl-8-pyridono[5,6-^]quinoline (Compound 448); (/ttSH,2,3,4-Tetrahydro-2,2- 
dimethyl^triftooromethyW-pro^ (Compound 449); and 1- 

Methyl-5-trifluoromethyI-7-pyridono[5,6->]indoline (Compound 450). 

12. A compound according to claim 2, wherein the compound comprises an 
estrogen receptor agonist or antagonist. 

13. A compound according to claim 2, wherein the compound comprises a 
glucocorticoid receptor agonist or antagonist. 



14. A compound according to claim 2, wherein the compound comprises a 
miner aiocorticoid receptor agonist or antagonist. 
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15. A pharmaceutical composition comprising a compound of claim 1 and a 
pharmaceutical^ acceptable carrier. 

16. A pharmaceutical composition according to claim 15, wherein the 
5 composition is formulated for oral topical, intravenous, suppository or parental 

administration. 

1 7. A pharmaceutical composition according to claim 1 5, wherein the compound 
is administered to a patient as a dosage unit at from about lug/kg of body weight to about 

10 500 mg/kg of body weight. 



15 



1 8. A pharmaceutical composition according to claim 1 5. wherein the compound 
is administered to a patient as a dosage unit at from about 10^g/kg of body weight to about 
250 mg/kg of body weight. 



19. A pharmaceutical composition according to claim 15, wherein the compound 
is administered to a patient as a dosage unit at from about 20tig/kg of body weight to about 
1 00 mg/kg of body weight. 



20 20. A pharmaceutical composition according to claim 1 5, wherein the 

composition is effective in treating and/or modulating human fertility, female hormone 
replacement, dysfunctional uterine bleeding, endometriosis, leiomyomas, acne, male-pattern 
baldness, osteoporosis, prostatic hyperplasia, cancer of the breast, cancer of the ovaries, 
endometrial cancer, prostate cancer, carbohydrate, protein and lipid metabolism, electrolyte 

25 and water balance, and functioning of the cardiovascular, kidney, central nervous, immune 
and skeletal muscle systems. 
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21 . A method of affecting steroid receptor activity comprising the in vivo 
administration of a compound according to claim 1 . 

22. A method of affecting steroid receptor activity comprising the in vivo 
administration of a composition according to claim 15. 

23 A method of modulating a process mediated by steroid receptors comprising 
administering to a patient an effective amount of a compound according to claim 1 . 

24. A method of modulating a process mediated by steroid receptors comprising 
administering to a patient an effective amount of a composition according to claim 15. 

25. A pharmaceutical composition comprising an effective amount of a steroid 
receptor modulator compound of the formula: 




substituted allyl, arylmethyl, alkynyl, alkenyl, aryl, or heteroaryl; 

R 4 is hydrogen, a C] - C6 alkyl, or R 5 00, OR 6 , or NR 6 R 7 , where R 5 is hydrogen, 
a Ci - C6 alkyl, optionally substituted allyl, arylmethyl, alkynyl, alkenyl, aryl, or heteroaryl. 
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and wherein R 6 and R 7 each independently are hydrogen, a C] - C6 alkyl, optionally 
substituted allyl, arylmethyi, aryl, or heteroaryl; 

R 9 through R 10 each independently are hydrogen, a Ci - C6 alkyl, optionally 
substituted allyl, arylmethyi, alkynyl, alkenyl, aryl, or heteroaryl; 

R 1 1 is hydrogen, a C\ - C6 aikyl, OR 6 or optionally substituted allyl, arylmethyi, 
alkynyl, alkenyl, aryl, or heteroaryl, where R 6 has the same definition given above, or R 1 and 
R 2 , R 2 and R 3 , R 1 and R 9 , R 10 and R 1 \ R 1 and R 10 and/or R 1 1 and R 2 when taken 
together can form a three- to seven-membered ring optionally substituted with hydrogen, F, 
OR or , where R through R have the definitions given above, provided, however, 

that R 1 , R 2 , R 10 and R 1 1 cannot form more than two three- to seven-membered rings at a 
time; 

Y is O, CHR 6 or NR 6 , where R 6 has the same definition given above; and 
Z is an aryl or heteroaryl group, including mono- and poly-cyclic structures, 
optionally substituted at one or more positions with hydrogen, a Ci -C6 alkyl, optionally 
15 substituted allyl, arylmethyi, alkynyl, alkenyl, aryl, heteroaryl, F, CI, Br, I, CN, R 5 CO, 
R 6 R 7 NOO, R 6 000, perfluoroalkyi, haloalkyl, a Ci - C 6 straight-chain hydroxy alkyl, 
HOCR 5 R 8 , nhro, R^OCH2, R^O, NH2, or R 6 R?N. where R 5 through R 7 have the 
definitions given above and where R 8 is hydrogen, a C] - C6 alkyl or optionally substituted 
allyl, arylmethyi, alkynyl, alkenyl, aryl, or heteroaryl; and 
20 a pharmaceutically acceptable carrier. 



10 



[rest of page left purposely blank] 




27. A pharmaceutical composition according to claim 25, wherein the 

5 composition is effective in treating and/or modulating human fertility, female hormone 

replacement, dysfunctional uterine bleeding, endometriosis, leiomyomas, acne, male-pattern 
baldness, osteoporosis, prostatic hyperplasia, cancer of the breast, cancer of the ovaries, 
endometrial cancer, prostate cancer, carbohydrate, protein and lipid metabolism, electrolyte 
and water balance, and functioning of the cardiovascular, kidney, central nervous, immune 
1 0 and skeletal muscle systems. 

28. A method of treating a patient requiring steroid receptor therapy comprising 
administering to a patient an effective amount of a compound of the formula: 
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R° R 1 
R 

wherein: 

R* through R 3 each independently are hydrogen, a C] - C6 alkyl, optionally 
5 substituted aUyL. arylmethyl, alkynyl, alkenyl, aryl, or heteroaryl; 

R 4 is hydrogen, a C] - C6 alkyl, or R 5 C=0, OR 6 , or NR 6 R 7 , where R* is hydrogen, 
a Ci - C6 alkyl, optionally substituted allyl, arylmethyl, alkynyl, alkenyl, aryl, or heteroaryl, 
and wherein R 6 and R 7 each independently are hydrogen, a Cj - alkyl, optionally 
substituted allyl, arylmethyl, aryl, or heteroaryl; 
10 R 9 through R 10 each independently are hydrogen, a Ci - C6 alkyl, optionally 

substituted allyl, arylmethyl, alkynyl, alkenyl, aryl, or heteroaryl; 

R 1 1 is hydrogen, a C\ - C6 alkyl, OR 6 or optionally substituted allyl, arylmethyl, 
alkynyl, alkenyl, aryl, or heteroaryl, where R 6 has the same definition given above, or R 1 and 
R 2 , R 2 and R 3 , R 1 and R 9 , R 10 and R 1 \ R 1 and R 10 and/or R 1 1 and R 2 when taken 
1 5 together can form a three- to seven-membered ring optionally substituted with hydrogen, F, 
OR 6 or NR^R 7 , where R 6 through R 7 have the definitions given above, provided, however, 

that R 1 , R 2 , R 10 and R 11 cannot form more than two three- to seven-membered rings at a 
time; 

Y is O, CHR 6 or NR 6 , where R 6 has the same definition given above; and 
20 Z is an aryl or heteroaryl group, including mono- and poly-cyclic structures, 

optionally substituted at one or more positions with hydrogen, a Ci -C6 alkyl, optionally 
substituted allyl, arylmethyl, alkynyl, alkenyl, aryl, heteroaryl, F, CI, Br, I, CN, R 5 00, 
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R 6 R 7 NC=0, R 6 OC=0, perfluoroalkyi, haloalkyl, a Ci - C6 straight-chain hydroxy alkyl, 
HOCR5R8. nkro, R^OCH2, R^O, NH2, or R*>R 7 N, where R^ through R 7 have the 
definitions given above and where R 8 is hydrogen, a C 1 - C6 alkyl or optionally substituted 
allyl, aryimethyt alkynyl, alkenyi, aryl» or heteroaryl. 

5 

29. A method of treating a patient according to claim 28, wherein the compound 
is effective in treating and/or modulating human fertility, female hormone replacement, 
dysfunctional uterine bleeding, endometriosis, leiomyomas, acne, male-pattern baldness, 
osteoporosis, prostatic hyperplasia, cancer of the breast, cancer of the ovaries, endometrial 

10 cancer, prostate cancer, carbohydrate, protein and lipid metabolism, electrolyte and water 
balance, and functioning of the cardiovascular, kidney, central nervous, immune and skeletal 
muscle systems. 

30. A pharmaceutical composition comprising an effective amount of a steroid 
1 5 receptor modulating compound of the formulae: 



20 
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(VII) 
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5 



10 




(XIII) 



(XIV) 



(XV) 



(XVI) 

OR 
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(XVII) 



R 22 R 2 ^ 28 



(xvm) 



wherein: 



R 1 is a heteroaryl optionally substituted with a Ci - C4 alkyl, F, CI, Br, NO2, CO2H, 
C0 2 R 2 , CHO, CN, CF 3 , CH 2 OH or COCH3, where R 2 is hydrogen, a Ci - C 4 alkyl or 
perfluoroalkyl, aryl, heteroaryl or optionally substituted allyl, arylmethyl. alkynyl or alkenyl. 
and where said R l heteroaryl is attached to compounds of formulas I and X through a 
carbon or nitrogen atom; 

R 3 is hydrogen, a Ci - C4 alkyl or perfluoroalkyl, hydroxymethyl, aryl, heteroaryl or 
optionally substituted allyl, arylmethyl alkynyl or alkenyl; 

R 4 through R 6 each independently are hydrogen, F, CI, Br, I, NO2, CO2H, C0 2 R 2 , 

COR 2 , CN, CF 3 , CH 2 OH, a C1-C4 alkyl or perfluoroalkyl, OR 2 , SR 2 , S(0)R 2 , S0 2 R 2 , 

SO3H, s(nrV)r 2 , scohniAiV 2 , nrV, aryl, heteroaryl or optionally substituted 

allyl, arylmethyl, alkynyl or alkenyl, where R 2 has the definition given above, R 7 is 

hydrogen, a Ci - C4 alkyl or perfluoroalkyl, aryl, heteroaryl, optionally substituted allyl or 
8 8 8 

arylmethyl, OR or NHR , where R is hydrogen, a Ci - alkyl or perfluoroalkyl, aryl, 

2 2 

heteroaryl or optionally substituted allyl, arylmethyl, SO2R or S(0)R ; 
9 10 

R and R each independently are hydrogen, a C) - Q alkyl or perfluoroalkyl, aryl, 
heteroaryl or optionally substituted allyl, arylmethyl, alkynyl or alkenyl, or R 9 and R 10 taken 



WO 96/19458 



PCT/US95/16096 



369 

together can form a three- to seven-membered ring optionally substituted with hydrogen, F, 
, where R and R have the definitions given above; 
R 11 through R 15 each independently are hydrogen, F t CI, Br, I, NO2, CO2H, CO2R 2 , 
COR 2 , CN, CF 3 , CH 2 OH, a C1-C4 alkyl or perfluoroalkyl, OR 2 , SR 2 , S(0)R 2 , S0 2 R 2 , 

5 SO3H, S(NR 2 R 7 )R 2 , S(0)(NR 2 R 7 )R 2 , NrV, aryl, heteroaryl or optionally substituted 

2 7 8 

allyl, arylmethyl, alkynyl or alkenyl, where R , R and R have the definitions given above; 

W is O, NH, NR 7 , CH 2 , CHOH, C=0. OC=0, D=CO, NR 7 C=0, NHC=0, 

0=CNR 7 O-CNH, SC=0, 0=CS, or CHOCOR 7 , where R 7 has the definition given above. 

7 7 

X is CH2, O, S or NR , where R has the definition given above; 
1^ 17 17 2 7 

10 R is hydrogen, OH, OR , SR , NRTfc , optionally substituted allyl, arylmethyl, 

alkynyl, alkenyl, aryl, heteroaryl or Ci - C10 alkyl, where R 17 is a Ci - C J0 alkyl or 

perfluoroalkyl, or is an optionally substituted allyl, arylmethyl, aryl or heteroaryl, and where 
2 7 

R and R have the definitions given above; 
18 19 

R and R each independently are hydrogen, a Ci - C 6 alkyl or perfluoroalkyl, aryl, 
1 5 heteroaryl or optionally substituted allyl, arylmethyl, alkynyl or alkenyl, or R 18 and R 19 
taken together can form a three- to seven-membered ring optionally substituted with 
hydrogen, F, OR 2 , or NR 7 R 8 , where R 2 , R 7 and R 8 have the definitions given above; 

R 20 is a Ci - C$ alkyl or an optionally substituted allyl, arylmethyl, alkenyl, aryl or 

heteroaryl; 
21 

20 R is hydrogen, a Ci - C4 alkyl or optionally substituted allyl, arylmethyl, aryl or 

heteroaryl; 

R 22 is hydrogen, a Ci - C 4 alkyl, F, d, Br, I, OR 2 , NrV or SR 2 , where R 2 and R 7 
have the definitions given above; 



• 



10 
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R 23 is hydrogen, CI Br t OR 8 , NrV, a Ci - C 4 alkyl or perhaioalkyl, or is an 

optionally substituted ally!, arylmethyl, alkynyl, alkenyf, aryl or heteroaryl, where R 2 R 7 and 
g 

R have the definitions given above; 
24 

R is hydrogen, F, Br, CL, a Ci - C 4 alkyl or perhaioalkyl, aryl, heteroaryl, CF 3 , 
CF 2 OR 25 , CH 2 OR 25 , or OR 25 , where R 25 is a Ci - C 4 alkyl; 

R 26 is hydrogen, a Cj - C 4 alkyl, F; CI, Br, I, OR 2 , NR^ 7 or SR 2 , where R 2 and R 7 

have the definitions given above; 
27 28 

R and R each independently are hydrogen, a C] - C 4 alkyl or perfluoroalkyl, 
heteroaryl, optionally substituted allyl, arylmethyl, alkynyl or alkenyl, or an aryl optionally 
substituted with hydrogen, F, CI, Br, OR 2 or NrV, or R 27 and R 28 taken together can 
form a three- to seven-membered ring optionally substituted with hydrogen, F, CI, Br, OR 2 

or NrV, where R 2 and R 7 have the definitions given above; 
29 . 

R is hydrogen, a Ci - Ce alkyl or an optionally substituted allyl arylmethyl, aryl or 
heteroaryl; 

1 5 R 30 and R 3 1 each independently are hydrogen, a C i - C6 alkyl or an optionally 

substituted allyl, arylmethyl, aryl or heteroaryl, or R 30 and R 31 taken together can form a 

three- to seven-membered ring optionally substituted with hydrogen, F, CI, OR 2 or NR^ 7 
2 7 

where R and R have the definitions given above; 

R 32 and R 33 each independently are hydrogen, a Ci - C 4 alkyl or an aryl optionally 
20 substituted with hydrogen, F, CI, Br, OR 2 or NrV, or R 32 and R 33 taken together can 
form a three- to seven-membered ring optionally substituted with hydrogen, F, CI, Br, OR 2 
or NR^ 7 where R 2 and R 7 have the definitions given above; 

nisOor 1; 



WO 96/19458 



PCT/US95/16096 



371 



YisOorS; 

2 2 2 

Z is O, S, NH, NR or NCOR , where R has the same definition given above; 

the wavy line in the compounds of formulas VII, XII, XIII and XVI represent an 
olefin bond in either the cis or trans configuration; 
5 the dotted lines in the structures depict optional double bonds; and 

a pharmaceutical ly acceptable carrier. 

31. A composition according to claim 30, wherein the compounds of formulae I 
through XVm comprise steroid receptor modulator compounds. 

10 

32. A composition according to claim 3 1, wherein the compounds of formulae I, 
n, m, IV, X and XI comprise PR antagonists. 

33. A composition according to claim 3 1 , wherein the compounds of formulae V 
1 5 and VI comprise PR modulators. 

34. A composition according to claim 31, wherein the compounds of formulae 
VH, Vm, XII, XIII, XrV\ XV and XVI comprise PR agonists. 

20 3 5 A composition according to claim 3 1 , wherein the compounds of formulae 

IX, XVn and XVm comprise AR modulators. 

36. A composition according to claim 35, wherein the compounds of formulae IX 
and XVTK comprise AR antagonists. 

25 

37. A composition according to claim 30, wherein the compound comprises an 
estrogen receptor agonist or antagonist. 
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38. A composition according to claim 30, wherein the compound comprises a 
glucocorticoid receptor agonist or antagonist. 

39. A composition according to claim 30, wherein the compound comprises a 
5 mineralocorticoid receptor agonist or antagonist. 

40. A composition according to claim 30, wherein the composition is formulated 
for oral, topical, intravenous, suppository or parental administration. 

1 0 41. A composition according to claim 30, wherein the compound is administered 

to a patient as a dosage unit at from about 1 ug/kg of body weight to about 500 mg/kg of 
body weight. 

42. A composition according to claim 30, wherein the compound is administered 
15 to a patient as a dosage unit at from about lOug/kg of body weight to about 250 mg/kg of 

body weight. 

43. A composition according to claim 30, wherein the compound is administered 
to a patient as a dosage unit at from about 20ug/kg of body weight to about 100 mg/kg of 

20 body weight. 

44. A composition according to claim 30, wherein the composition is effective in 
treating and/or modulating human fertility, female hormone replacement, dysfunctional 
uterine bleeding, endometriosis, leiomyomas, acne, male-pattern baldness, osteoporosis, 

25 prostatic hyperplasia, cancer of the breast, cancer of the ovaries, endometrial cancer, 

prostate cancer, carbohydrate, protein and lipid metabolism, electrolyte and water balance, 
and functioning of the cardiovascular, kidney, central nervous, immune and skeletal muscle 
systems. 
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45. A method of treating a patient requiring steroid receptor therapy comprising 
administering to a patient an effective amount of a compound having the formulae: 




R 6 HR 



OR 



(I) 



10 




(ID 



15 



R 12 R 11 



R 4 R 3 



tO 3 




R 14 W ' 



,10 



N^9 

HR 



OR 




(HI) 



(IV) 



20 



OR 
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5 



10 



15 




(X) 



(XI) 



(XII) 



(XIII) 
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(XIV) 



(XV) 



(XVI) 



(XVII) 

OR 

R 24 R^RV 
R R 

(xvni) 



WO 96/19458 



PCT/US95/16096 



377 

wherein: 

R 1 is a heteroaryl optionally substituted with a C] - C4 alky!, F, CI, Br, N02, CO2H, 
CO2R 2 , CHO, CN, CF3, CH2OH or COCH3, where R 2 is hydrogen, a C] - C4 alky! or 
perfluoroalkyi, ary), heteroaryl or optionally substituted ally!, aiylmethyl, alkynyl or alkenyl, 
5 and where said R 1 heteroaryl is attached to compounds of formulas I and X through a 

carbon or nitrogen atom; 
3 

R is hydrogen, a Ci - C4 alky! or perfluoroalkyi, hydroxymethyl, aryl, heteroaryl or 
optionally substituted allyl, arylmethyl, alkynyl or alkenyl; 

R 4 through R 6 each independently are hydrogen, F, CI, Br, I, NO2, CO2H, CO2R 2 , 
10 COR 2 , CN, CF3, CH 2 OH, a Ci-C 4 alkyl or perfluoroalkyi, OR 2 , SR 2 , S(0)R 2 SO2R 2 , 

SO3H, SCNR^^R 2 , SCOKNR^^R 2 , NrV, aryl, heteroaryl or optionally substituted 

2 7 
allyl, arylmethyl, alkynyl or alkenyl, where R has the definition given above, R is 

hydrogen, a C] - C4 alkyl or perfluoroalkyi, aryl, heteroaryl, optionally substituted allyl or 

arylmethyl, OR 8 or NHR 8 , where R 8 is hydrogen, a Ci - alkyl or perfluoroalkyi. aryl, 

15 heteroaryl or optionally substituted allyl, arylmethyl, SO2R or S(0)R ; 
9 10 

R and R each independently are hydrogen, a C\ - C$ alkyl or perfluoroalkyi, aryl, 
heteroaryl or optionally substituted allyl, arylmethyl, alkynyl or alkenyl, or R 9 and R 10 taken 
together can form a three- to seven-membered ring optionally substituted with hydrogen, F, 
OR 2 , or NrV, where R 2 and R 7 have the definitions given above; 
20 R 1 1 through R 15 each independently are hydrogen, F, CI, Br, I, NO2, CO2H, CO2R 2 , 

COR 2 , CN, CF3, CH 2 OH, a C1-C4 alkyl or perfluoroalkyi, OR 2 , SR 2 , S(0)R 2 , SO2R 2 , 

SO3H, SCNR^V 2 , S(0)(NRV)R 2 , NRV, aryl, heteroaryl or optionally substituted 

2 7 8 

allyl, arylmethyl, alkynyl or alkenyl, where R , R and R have the definitions given above; 
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W is O, NH, NR 7 , CH 2 , CHOH, C=0, OC=0, 0=CO, NR ? CK), NHCK), 

0=CNR 7 , 0=CNH, SC=0, 0=CS, or CHOCOR 7 , where R 7 has the definition given above; 

7 7 

X is CH2, 0, S or NR , where R has the definition given above; 
R 16 is hydrogen, OH, OR 17 SR ,? , NrV, optionally substituted allyl, arylmethyl, 
5 alkynyl, alkenyl, aryl, heteroaryl or Ci - C10 alkyl, where R 17 is a Ci - Cj 0 alkyl or 

perfluoroalkyl, or is an optionally substituted allyl, arylmethyl, aryl or heteroaryl, and where 
2 7 

R andR have the definitions given above; 
18 19 

R and R each independently are hydrogen, a C\ - C& alkyl or perfluoroalkyl, aryl, 
heteroaryl or optionally substituted allyl, arylmethyl, alkynyl or alkenyl, or R 18 and R 19 
1 0 taken together can form a three- to seven-membered ring optionally substituted with 
hydrogen, F, OR 2 , or NR 7 R 8 , where R 2 , R 7 and R* have the definitions given above; 

R 20 is a Q - C6 alkyl or an optionally substituted allyl, arylmethyl, alkenyl, aryl or 

heteroaryl; 

21 . 

R is hydrogen, a C\ - C 4 alkyl or optionally substituted allyl, arylmethyl, aryl or 
15 heteroaryl; 

R 22 is hydrogen, a Cj - C 4 alkyl, F, CI, Br, I, OR 2 , NrV or SR 2 , where R 2 and R 7 
have the definitions given above; 

R 23 is hydrogen, CI, Br, OR 8 , NrV, a Ci - C 4 alkyl or perhaloalkyl, or is an 

optionally substituted allyl, arylmethyl, alkynyl, alkenyl, aryl or heteroaryl, where R 2 , R 7 and 

20 R 8 have the definitions given above; 
24 

R is hydrogen, F, Br, CI, a Ci - C 4 alkyl or perhaloalkyl, aryl, heteroaryl, CF 3 , 

CF 2 OR 25 , CH 2 OR 25 , or OR 25 , where R 25 is a Ci - C 4 alkyl; 

R 26 is hydrogen, a Ci - C 4 alkyl, F, CI. Br, I, OR 2 , NrV or SR 2 , where R 2 and R 7 
have the definitions given above; 
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R and R each independently are hydrogen, a Ci - C4 alky I or perfluoroalkyl, 
heteroaryl, optionally substituted allyl, arylmethyl, alkynyl or alkenyl, or an aryl optionally 
substituted with hydrogen, F, CI, Br. OR 2 or NrV 7 , or R 27 and R 28 taken together can 
form a three- to seven-membered ring optionally substituted with hydrogen, F, CI, Br, OR 2 

5 or , where R and R have the definitions given above, 

29 

R is hydrogen, a C\ - alky! or an optionally substituted ally!, arylmethyl, aryl or 
heteroaryl; 

R 30 and R 31 each independently are hydrogen, a C j - C6 alkyl or an optionally 

substituted alryl, arylmethyl, aryl or heteroaryl, or R 30 and R 31 taken together can form a 

10 three- to seven-membered ring optionally substituted with hydrogen, F, CI, OR 2 or NR^ 7 
2 7 

where R andR have the definitions given above; 
32 33 

R and R each independently are hydrogen, a C\ - C4 alkyl or an aryl optionally 

substituted with hydrogen, F, d, Br, OR 2 or NrV, or R 32 and R 33 taken together can 

form a three- to seven-membered ring optionally substituted with hydrogen, F, CI, Br, OR 2 

15 or NR^ 7 , where R 2 and R 7 have the definitions given above; 
nisOorl; 
YisOor S; 

Z is O, S, NH, NR 2 or NCOR 2 , where R 2 has the same definition given above; 
the wavy line in the compounds of formulas VH XII, XIII and XVI represent an 
20 olefin bond in either the cis or trans configuration; and 

the dotted lines in the structures depict optional double bonds. 



46. A method of treating a patient according to claim 45, wherein the compound 
25 is effective in treating and/or modulating human fertility, female hormone replacement, 
dysfunctional uterine bleeding, endometriosis, leiomyomas, acne, male-pattern baldness. 



WO 96/19458 



PCT/US95/16096 



380 



osteoporosis, prostatic hyperplasia, cancer of the breast, cancer of the ovaries, endometrial 
cancer, prostate cancer, carbohydrate, protein and lipid metabolism, electrolyte and water 
balance, and functioning of the cardiovascular, kidney, centra] nervous, immune and skeletal 
muscle systems 

5 47. A compound having the formulae: 




OR 



(I) 



10 



15 



>12 



R 13 


R 6 






N 






R 11 




R n R ioR 



OR 



(n> 



(HI) 



20 




(IV) 
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wherein: 

Z is O, S, or NRl, where R 1 is hydrogen, R 2 C=0, R 2 C=S, R 3 OC=0, R 3 SC=0, 
R 3 OC=S, R 3 SC=S or R 3 R 4 NC=0, where R 2 is hydrogen, a C] - Ce alkyl or perfluoroalkyl 
optionally substituted allyl or aryl methyl alkenyl, alkynyl aiyl or heteroaryl and where R 3 
and R 4 each independently are hydrogen, a Ci - C6 alkyl optionally substituted allyl, 
arylmethyl, aryl or heteroaryl; 

R 5 is hydrogen, R 2 CO, R 2 C=S, R 3 OCK>, R 3 SC=0, R 3 OC=S, R 3 SC=S, or 
R 3 R 4 NC=0, where R 2 , R 3 and R 4 have the same definitions as given above; 

R 6 is hydrogen, a Ci - C6 alkyl optionally substituted allyl aryl methyl, alkenyl, 
alkynyl. aryl, heteroaryl, R 3 0, HOCH2, R 3 OCH2, F, CI, Br, I, cyano, R 3 R 4 N or 
perfluoroalkyl, where R 3 and R 4 have the same definitions as given above; 

R 7 through R 9 each independently are hydrogen, a d - C6 alkyl, allyl or optionally 
substituted allyl, arylmethyl, alkynyl, alkenyl aryl, or heteroaryl or 

R 8 and R 9 taken together form a three- to seven-membered carbocylic or heterocyclic ring; 

R 10 is hydrogen, a Ci - C6 alkyl, optionally substituted allyl, arylmethyl aryl, or 
heteroaryl R 2 C=0, R^S, R 3 OC=O t R 3 SC=0, R 3 OC=S, R 3 SC=S or R 3 R 4 NC=0, 

2 4 

where R through R have the same definitions as given above; 

R* 1 and R 12 each independently represent hydrogen, a Ci - Ce alkyl optionally 
substituted allyl, aryl methyl, alkenyl, alkynyl aryl, heteroaryl R 3 0, HOCH2, R 3 OCH2, F, 
CI, Br, I, cyano, R 3 R 4 N or perfluoroalkyl where R 3 and R 4 have the same definitions as 
given above; 

R 13 is hydrogen, aCi -C6 alkyl optionally substituted allyl, aryl methyl, alkenyl, 
alkynyl, aryl heteroaryl, R 3 0, HOCH2, R 3 OCH2, R 3 R 4 N, CF2CI, CF2OR 3 or 
3 4 

perfluoroalkyl, where R and R have the same definitions as given above; 

R 14 is hydrogen, a C\ - Ce alkyl, optionally substituted allyl, aryl methyl, alkenyl, 
alkynyl aryl heteroaryl R 3 0, HOCH2, R 3 OCH2, F, CI, Br, I, cyano, R 3 R 4 N or 
3 4 

perfluoroalkyl where R and R have the same definitions as given above; and 
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Rl 5 i s f, CI, Br, I, B(OR^) 2 , SnRl7 R 18 R 19 or OSO2R 20 , where is hydrogen 
or a C] - C6 alkyl, R 17 through R 19 each independently represent a C] - C& alkyl, r2o or 
heteroaryi, R 20 is a C] - C6 alkyl, perfluoroalkyi, aryl, or heteroaryi, and R 2 has the same 
definition as given above. 



48. A compound according to claim 45 selected from the group consisting of 1 , 
2-Dihydro-2,2,4-trimethyl-5-coumarino[3,4- : /]quinoline; 9-Fhioro-l ,2-dihydro-2,2,4- 
thmethyl-5^umarmo[3,4^quinoline; 8-IHuoro-l,2-dihydro-2,2,4-trimethyl-5- 
coumarino[3,4</|quinoline; 9-Chloro-l,2-dihydro-2,2 l 4-trimem^ 

1 0 yjquinoline; 8-Ethoxy- 1 ,2nlihydro-2,2,4-trimemyl-6-trifluoromethyl-8-pyri 
g]quinoline; and 1,2,6 J-Tetrahyaro^hydroxy-2,2,4-tr^ 
pyridono[5,6-£]quinoline 

49. A method for producing a 6-substituted- 1 ,2-dihydro N-l protected quinoline 
1 5 comprising: 

(a) in a one-pot reaction, exchanging a 6-halo- 1 ,2-dihydro N-l protected 
quinoline of the formula: 



in the presence of an alkyllithium, followed by addition of an organoborate and acid 

treatment to yield the corresponding 6-boro-l,2-dihydro N-l protected quinoline; 

(b) coupling the 6-boro-l,2-dihydro N-l protected quinoline with a coupling 
9 

partner of the formula R Y in the presence of a palladium catalyst and base to yield a 6- 
25 substituted- 1 ,2-dihydro N- 1 protected quinoline of the formula: 



5 
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R 6 R 1 

►9 1 1 




1 2 3 

wherein R is hydrogen, a Ci - C 4 alkyl, aryl or heteroaryl; R and R each independently 

are a Cj - C4 alkyl, aryl or heteroaryl; R 4 through R 6 each independently are hydrogen, a Ci 

5 - Ce alkyl, optionally substituted allyl, aryl methyl, alkenyl, alkynyl, aryl, heteroaryl, R 7 0, 

HOCH2, R 7 OCH2, F, CI, Br, I, cyano, R 7 R 8 N or perfluoroalkyl, where R 7 and R 8 each 

independently are hydrogen, a Ci - C6 alkyl, optionally substituted allyl, arylmethyl, aryl or 
9 

heteroaryl; R is an aryl or heteroaryl; X is Br, CI or I; Y is CI, Br, I or OSO2CF3; and P is 
hydrogen, a Ci - Ce alkyl, optionally substituted allyi, arylmethyl, aryl or heteroaryl, 
10 Rl0 C =O, RlO C =S, Rl lOCK), R* *SC=0, R* 1<X>S, R* *SC=S or R* 1r12nC=0. where 
R 10 is hydrogen, a Ci - C6 alkyl or perfluoroalkyl, optionally substituted allyl or aryl methyl 
alkenyl, alkynyl, aryl or heteroaryl, and where R 1 1 and R 12 each independently are 
hydrogen, a Ci - Ce alkyl, optionally substituted allyl, arylmethyl, aryl or heteroaryl. 

15 50. A method for producing a 6- substituted- 1 ,2-dihydro N- 1 protected quinoline 

according to claim 49, further comprising, deprotecting the 6-substrtuted-l,2-dihydro N-l 
protected quinoline to yield the corresponding 6-substituted-l,2-dihydroquinoline 

51. A method for producing a 6-substrtuted-l ,2-dihydro N- 1 protected quinoline 
20 comprising: 

(a) in a one-pot reaction, exchanging a 6-halo-l ,2-dihydro N- 1 protected 
quinoline of the formula: 

R 6 R 1 
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in the presence of a reactive metal, followed by addition of an organoborate and acid 

treatment to yield the corresponding 6-boro- 1 ,2-dihydro N-l protected quinoline; 

(b) coupling the 6-boro- 1 ,2-dihydro N- 1 protected quinoline with a coupling 
9 

partner of the formula R Y in the presence of a palladium catalyst and base to yield a 6- 
5 substituted- 1 ,2-dihydro N-l protected quinoline of the formula: 




wherein R is hydrogen, a C] - C4 alkyl, aryl or heteroaryl; R and R each independently 
10 are a C| - C4 alkyl, aryl or heteroaryl; R 4 through R 6 each independently are hydrogen, a Ci 
- C6 alkyl, optionally substituted allyl, aryl methyl, alkenyl, alkynyl, aryl, heteroaryl, R 7 0, 
HOCH2, R 7 OCH2, F. CI, Br, I, cyano, R 7 R**N or perfluoroalkyl, where R 7 and R* each 
independently are hydrogen, a Ci - C6 alkyl, optionally substituted allyl, arylmethyl, aryl or 
heteroaryl; R 9 is an aryl or heteroaryl; X is Br, CI or I; Y is CI, Br, I or OSO2CF3; and P is 
15 hydrogen, a Ci - C6 alkyl, optionally substituted alryl, arylmethyl, aryl or heteroaryl, 

RIOOO, RlOos, Rl *OC=0, R> lSC=0, R* 1(X>S, R* *SC=S or RllRl2NC=0, where 
R 10 is hydrogen, a Ci - C6 alkyl or perfluoroalkyi, optionally substituted allyl or aryl methyl 
alkenyl, alkynyl, aryl or heteroaryl, and where R 1 1 and R 1 2 each independently are 
hydrogen, a C] - C6 alkyl, optionally substituted allyl, arylmethyl, aryl or heteroaryl. 

20 

52. A method for producing a 6-substituted- 1 ,2-dihydro N-l protected quinoline 
according to claim 51, further comprising, deprotecting the 6-substituted- 1 ,2-dihydro N-l 
protected quinoline to yield the corresponding 6-substituted- 1,2-dihydroquinoline. 
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53. A method for producing a 6-substhuted-l,2-dihydro N-l protected quinoline 
according to claim 51, wherein the reactive metal is selected from the group consisting of 
magnesium, zinc, and combinations thereof 

54. A method for producing a 6-substituted-l,2-dihydro N-l protected quinoline 
comprising: 

(a) in a one-pot reaction, exchanging a 6-halo- 1 ,2-dihydro N-l protected 
quinoline of the formula: 



in the presence of an alkyllithium, followed by addition of an organotin species to yield the 

corresponding 6-stannyl-l,2-dihydro N-l protected quinoline; 

(b) coupling the 6-stannyl-l ,2-dihydro N-l protected quinoline with a coupling 
9 

partner of the formula R Y in the presence of a palladium catalyst to yield a 6-substituted- 
1,2-dihydro N-l protected quinoline of the formula: 



wherein R is hydrogen, aCi - C4 alkyl, aryl or heteroaryl; R and R each independently 
are a Ci - C4 alkyl, aryl or heteroary!; R 4 through R 6 each independently are hydrogen, a Ci 
- C6 alkyl, optionally substituted allyl, aryl methyl, alkenyi, alkynyl, aryl, heteroaryl, R 7 0, 
HOCH2, R 7 OCH2, F, CI Br, I, cyano, R 7 R*N or perfiuoroalkyl, where R 7 and R 8 each 
independently are hydrogen, a Ci - C6 alkyl, optionally substituted allyl, arylmethyl, aryl or 





1 
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heteroaryl; R 9 is an aiyl or heteroaryl; X is Br, CI or I; Y is CI, Br, I or OS0 2 CF 3 ; and P is 
hydrogen, a Ci - C6 alkyl, optionally substituted allyl, arylmethyl, aryl or heteroaryl, 
Rl°C=0, RlO C =S, RHOC-O, Rl lSC=0, R» 1<)C=S, R* 1SC-S or R* 1r12 NC =0, where 
R 10 is hydrogen, a C l - C6 alkyl or perfluoroalkyl, optionally substituted allyl or aryi methyl 
alkenyl, alkynyl, aryl or heteroaryl, and where R 1 1 and R 12 each independently are 
hydrogen, a Ci - C6 alkyl, optionally substituted allyl, arylmethyl, aryl or heteroaryL 

55 A method for producing a 6-substituted-l,2-dihydro N-i protected quinoline 
according to claim 54, further comprising, deprotecting the 6-substituted-l,2-dihydro N-l 
protected quinoline to yield the corresponding 6-substituted-l,2-dihydroquinoline. 

56. A method for producing a 6-substituted- 1 ,2-dihydro N- 1 protected quinoline 
comprising: 

(a) in a one-pot reaction, exchanging a 6-halo- 1 ,2-dihydro N- 1 protected 
quinoline of the formula: 

*6 



R 6 R 1 




in the presence of a reactive metal, followed by addition of an organotin species to yield the 
corresponding 6-stanny 1- 1 ,2-dihydro N-l protected quinoline; 

(b) coupling the 6-stannyl-l,2-<lihydro N-l protected quinoline with a coupling 
partner of the formula R Y in the presence of a palladium catalyst and base to yield a 6- 
substituted-l,2-dihydro N-l protected quinoline of the formula: 
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1 2 3 

wherein R is hydrogen, a C| - C4 alkyl, aryl or heteroaryl; R and R each independently 

4 6 

are a C j - C4 alkyl, aryl or heteroaryl; R through R each independently are hydrogen, a C 1 

- C6 alkyl, optionally substituted allyl, aryl methyl, alkenyl, alkynyl, aryl, heteroaryl, R 7 0, 

HOCH2, R 7 OCH2, F, CI, Br, I, cyano, R 7 R 8 N or perfluoroalkyl. where R 7 and R 8 each 

independently are hydrogen, a Cl - C6 alkyl, optionally substituted allyl, arylmethyl, aryl or 
9 

heteroaryl; R is an aryl or heteroaryl; X is Br, CI or I; Y is CI, Br, I or OSO2CF3; and P is 
hydrogen, a C] - Ce alkyl, optionally substituted allyl, arylmethyl, aryl or heteroaryl, 
R 10 C=O, Rl<>C=S, RllOOO, Rl * SCO, R 1 1 OC=S, R* *SC=S or R* 1r12nC=0, where 
R 10 is hydrogen, a C] - C6 alkyl or perfluoroalkyl, optionally substituted allyl or aryl methyl 
alkenyl, alkynyl, aryl or heteroaryl, and where R 1 1 and R 12 each independently are 
hydrogen, a C\ - Ce alkyl, optionally substituted allyl, arylmethyl, aryl or heteroaryl. 

57. A method for producing a 6-substituted-l,2-dihydro N-l protected quinoline 
according to claim 56, further comprising, deprotecting the 6-substituted-l,2-dihydro N-l 
protected quinoline to yield the corresponding 6-substituted- 1 ,2-dihydroquinoline 

58. A method for producing a 6-substituted- 1 ,2-dihydro N- 1 protected quinoline 
according to claim 56, wherein the reactive metal is selected from the group consisting of 
magnesium, zinc, and combinations thereof 

59. A method for producing a 6-substituted- 1 ,2-dihydro N- 1 protected quinoline 
comprising: 

(a) coupling the 6-halo-l ,2-dihydro N-l protected quinoline with a coupling 
9 

partner of the formula R Y in the presence of a palladium catalyst and base to yield a 6- 
substituted-l,2-dihydro N-l protected quinoline of the formula: 
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wherein R is hydrogen, a Ci - C4 alkyl, aryl or heteroaryl; R and R each independently 

4 6 

are a Ci - C4 alkyl, aryl or heteroaryl; R through R each independently are hydrogen, a C 1 
5 -C6 alkyi, optionally substituted allyl, aryl methyl, alkenyl, alkynyl, aryl, heteroaryl, R 7 0, 
HOCH2, R 7 OCH2, F, CI, Br, I, cyano, R 7 R 8 N or perfluoroalkyl, where R 7 and R 8 each 
independently are hydrogen, a Ci - C6 alkyl, optionally substituted allyl, arylmethyl, aryl or 
heteroaryl; R 9 is an aryl or heteroaryl; X is Br, CI, I or OSO2CF3; Y is B(OR 10 )2 or 
SnR 1 1 R 12 R 13 , where R 10 is hydrogen or a Ci - C4 alkyl, and where R 1 1 through R 13 each 

10 independently are a Ci - C4 alkyl; and P is hydrogen, a Ci - Ce alkyi, optionally substituted 
allyl, arylmethyl, aryl or heteroaryl, R ,4 C=0, R 14 C=S, R 15 OC=0, R 15 SC=0, R 15 OC=S, 
R 1 5 SC=S or r!5r16 N 00, where R 14 is hydrogen, a Ci - C6 alkyl or perfluoroalkyl, 
optionally substituted alryl or aryl, methyl, alkenyl, alkynyl, aryl or heteroaryl, and where R 15 
and R 16 each independently are hydrogen, a Ci - Ce alkyl, optionally substituted alryl, 

1 5 arylmethyl, aryl or heteroaryl. 

60. A method for producing a 6-substituted«l,2-dihydro N-l protected quinoline 
according to claim 59, further comprising, deprotecting the 6-substituted- 1 ,2-dihydro N-l 
protected quinoline to yield the corresponding 6-substituted-l,2-dihydroquinoline. 



61 . A method for producing a nitrobenzocoumarin comprising: 
(a) coupling a 2-halo-5-nhrobenzoic acid derivative with a 2-methoxyphenyl 
boronic acid of the formula: 



20 
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OCH 3 



BtOHh 



in the presence of a palladium catalyst and base to yield a biaryl carboxylate of the formula: 



(b) in a one-pot reaction, sequentially cyclizing the biaryl carboxylate to the 
corresponding nhrobenzocoumarin by deprotecting the biaryl carboxylate to afford the biaryl 
carboxylic acid, converting the biaryl carboxylic acid to the corresponding biaryl acid 
chloride, followed by cyclizing the biaryl acid chloride in the presence of a Lewis acid to 
yield a nitrobenzocoumarin of the formula: 



wherein R through R each independently are hydrogen, F, CI, Br, CN, CF3, a Ci - C4 

alkyl, or OR 7 , where R 7 is hydrogen or a Ci - C4 alkyi; and X is OR 8 or NR 8 R 9 , where R 8 
9 

and R each independently are hydrogen, a C\ - C4 alkyl or optionally substituted allyl, aryl 
methyl, aryl or heteroaryl 




R 1 CH 3 



and 
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62. A method according to claim 61, further comprising, reducing the 
nitrobenzocoumarin to the corresponding aminobenzocoumarin. 

63 A method according to claim 62, further comprising, adding an optionally 
5 substituted allyl of the formula: 

R 10 

to the aminobenzocoumarin to yield a counwmo[3,4^quinoline of the formula: 



R 1 



10 




wherein R through R have the same definitions as given in claim 67, and wherein R is 
hydrogen, a Ci - C4 alkyl, aryl or heteroaryl, and R 11 and R 12 each independently are a C] - 
C4 alkyl, aryl or heteroaryl. 

64. A method according to claim 63, further comprising, sequentially adding an 
organometallic to the coumarino[3,4^/]quinoline, followed by reduction to a SH- 
chromeno[3,4/|quinoline of the formula: 



WO 96/19458 



PCT/US9S/16096 



391 



R 1 




wherein R through R have the same definitions as given in claim 69, and wherein R 13 is 
hydrogen, a Ci - C n alkyl, OH, OR 14 or SR 14 , where R 14 is a Ci - C 10 alkyl, CF 3 , a five- 
membered heteroaryl optionally substituted with F, CI, Br, CH 3 or CF 3 , a six-membered 
heteroaryl optionally substituted with F, CI, Br or CH 3 , or an aryl optionally substituted with 
hydrogen, F, CI, Br, OR 15 or NR 2 15 , where R 15 is hydrogen or a C 3 - C 4 alkyl 

65. A method for producing a 5/f-chromenao[3,4-y]quinoline comprising 
sequentially adding an organometallic to a coiiinarino[3,4-/)quinoline, followed by 
dehydration to yield a 5//-chromenao[3,4^qiunoUne of the formula: 




wherein R 1 through R 6 each independently are hydrogen, F, CI, Br, CN, CF 3 , a C j - C 4 alkyl 

7 7 i 

or OR , where R is hydrogen or a Ci - C4 alkyl; X is OR 8 or NR 8 R 9 , where R 8 and R 9 

each independently are hydrogen, a Ci - C 4 alkyl or optionally substituted allyl, aryl methyl. 

aryl or heteroaryl; R 10 is hydrogen, a C] - C 4 alkyl, aryl or heteroaryl; R 1 1 and R 12 each 

independently are a Ci - C 4 alkyl, aryl or heteroaryl; R 13 is hydrogen, a Ci - C )2 alkyl. 
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14 



14 



14 



OH, OR or SR , where R is a C\ - Cio alkyl, CF3, a five-membered heteroaryl 
optionally substituted with F, CI, Br, CH3 or CF3, a six-membered heteroaryl optionally 
substituted with F, CI, Br or CH3, or an aryl optionally substituted with hydrogen, F, CI, Br, 
OR 15 or NR2 15 » where R 15 is hydrogen or a Ci - C4 alkyl, and the wavy line in the structure 
at R 13 represents an olefin bond in either the cis or trans configuration. 



66. A method of producing a linear tricyclic 1 ,2-dihydroquinoline comprising: 
(a) acylating a 3-nhroaryl of the formula: 




with an acylating agent of the formula: 



O 



1 5 to yield the corresponding 5-protected 3-nhroaryl; 

(b) reducing the 5-protected 3-nitroaryl to the corresponding 5-protected 3- 
aminoaryl; 

(c) adding an optionally substituted ally! of the formula: 



20 
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to yield a 5-protected 1 ,2-dihydroquinoline of the formula: 



1 D 3 



R R 




and 



(d) cyctizing the 5-protected 1,2-dihydroquinoline by first deprotecting the Z 
group and then cyclizing in the presence of a P-keto ester of the formula: 



O O 



OR 



10 



and Lewis acid to yield a linear tricyclic 1 ,2-dihydroquinoline selected from the group 
consisting of: 



R 9 R 1 R 3 



1 d3 




r 9 OHR R 



II A LR" 




R 2 « R 



R " 



R 9 R 1 R 3 



O R 1 R 3 




N is 
R 2 H R 



15 



1 2 

wherein R and R each independently are hydrogen, a Ci - C4 alkyl, a hydroxy methyl, F, 

3 4 5 

CI, Br, I or CN; R is hydrogen, a Q - C 4 alkyl, aryl or heteroaryl, R and R each 
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independently are a C\ - C4 alkyl, aryl or heteroaryl; R 6 is hydrogen, a C\ - C4 alky], CF3, a 
five-membered heteroaryl optionally substituted with F, CI, Br, CH3 or CF3, a six-membered 

heteroaryl optionally substituted with F, CL Br or CH3, or an aryl optionally substituted with 

7 7 8 7 8 

hydrogen, F, O, Br, OR orNRR, where R and R each independently are hydrogen or a 

5 Ci - C 4 alkyl; R 9 is hydrogen, a Ci - C 4 alkyl, CF3, perhaloalkyl, CF 2 OR !0 , CH 2 OR 10 , or 
OR 10 , where R 10 is a Ci - C 4 alkyl; R 11 and R 12 each independently represent hydrogen or 
a Ci - C 4 alkyl; Z is O, N or S; X is F, CI, Br, I, CN or OR 6 , where R 6 has the same 
meaning as above; and P is hydrogen, a C\ - Ce alkyl, optionally substituted allyl, arylmethyl, 
aryl, or heteroaryl, R^CK>, R 13 C=S, R 14 OC=0, R 14 SC=0, R 14 OC=S, R 14 SC=S or 
10 R ]4 Rl%C=0, whore R 13 is hydrogen, a C\ - C6 alkyl or perfluoroalkyl, optionally 

substituted allyl or aryl methyl alkenyl, alkynyl, aryl or heteroaryl, and where R 14 and R 1 5 
each independently are hydrogen, a Ci - Ce alkyl, optionally substituted allyl, arylmethyl, 
aryl or heteroaryl. 

15 67. A method of producing a linear tricyclic 1 ,2-dihydroquinoline comprising: 

(a) acylatine a 3-aminoaryl of the formula: 




20 whh an acylating agent of the formula: 

O 




in the presence of base to yield the corresponding 5-protected 3-aminoaryl; 
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(b) adding an optionally substituted allyi of the formula: 




5 to yield a 5-protected 1,2-dihydroquinoline of the formula: 




10 



and 



(c) cyclizing the 5-protected 1,2-dihydroquinoline by first deprotecting the Z 
group and then cyclizing in the presence of a P-keto ester of the formula: 




and Lewis acid to yield a linear tricyclic 1,2-dihydroquinoline selected from the group 
consisting of: 
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whereiii R 1 and R 2 each independently are hydrogen, a C] - C4 alky], a hydroxy methyl, F, 
CI, Br, I or CN; R 3 is hydrogen, a Ci - C 4 alkyl, aryl or heteroaryl; R 4 and R 5 each 
5 independently are a Ci - C 4 alkyi, aryl or heteroaryl; R 6 is hydrogen, a C\ - C4 alkyl, CF 3 , a 
five-membered heteroaryl optionally substituted with F, CI, Br, CH 3 or CF 3 , a six-membered 
heteroaryl optionally substituted with F, CI, Br or CH3, or an aryl optionally substituted with 
hydrogen, F, CI, Br, OR 7 or NR 7 R 8 , where R 7 and R 8 each independently are hydrogen or a 
Ci - C 4 alkyl; R 9 is hydrogen, a Ci - C 4 alkyl, CF 3 , perhaloalkyl, CF 2 OR 10 , CH 2 OR 10 , or 

10 OR 10 , where R 10 is a d - C 4 alkyi; R 1 1 and R 12 each independently represent hydrogen or 
aCi -C 4 alkyl;ZisO,NorS;XisF, CI, Br, I, CN or OR 6 , where R 6 has the same 
meaning as above; and P is hydrogen, a C\ - C6 alkyl, optionally substituted allyl, arylmethyl, 
aryl, or heteroaryl, Rl3 C =0, Rl3c=S, R 14 OC=0, Rl 4 SC=0, r! 4 CX>S, R* 4 SC=S or 
R 14 R l5 NCO, where R 13 is hydrogen, a Cl - C6 alkyi or perfluoroalkyl, optionally 

15 substituted allyl or aryl methyl alkenyl, alkynyl, aryl or heteroaryl, and where R 14 and R* 5 
each independently are hydrogen, a Ci - C6 alkyl, optionally substituted allyl, arylmethyl, 
aryl or heteroaryl. 
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68. A method for determining the presence of one or more steroid receptors in a 
sample comprising combining a compound according to claim 1 with the sample containing 
one or more unknown steroid receptors and determining whether said compound binds to a 
receptor in the sample. 

5 

69. A ligand-steroid receptor complex formed by the binding of a compound 
according to claim 1 to a steroid receptor. 

70. A method of purifying steroid receptors comprising combining a compound 
10 according to claim 1 with a sample containing steroid receptors, allowing said compound to 

bind said steroid receptors, and separating out the bound combination of said compound and 
said steroid receptors. 
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